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Description 

FIELD OF THE INVENTION 

5 [0001 ] The present invention provides methods of treating a disease or a disorder responsive to inhibition of nuclear 
factor-KB transcription factors, comprising administering to patients in need thereof a sulfonyiamlnocarbonyl derivative, 

or a phannaceutically acceptable salt thereof. 

BACKGROUND OF THE INVENTION 

10 

[0002] Inhibition of nuclear factor-kappa B ("NF-kB") transcription factor-mediated activity would provide valuable 
methods of treating a disease or a disorder afflicting millions of people worldwide. This is so because NF-kB mediates 
transcription of a large number of genes Involved In the production of pro- inflammatory cytokines and other blomole- 
cules Intimately Involved In the etiology of many diseases and disorders for which no completely effective treatment is 

IS available. Noteworthy among the diseases and disorders thought to be responsive to the inhibition of NF-kB are rheu- 
matoid arthritis and osteoarthritis, autoimmune diseases, psoriasis, asthma, cardiovascular diseases such as, for ex- 
ample, atherosclerosis, acute coronary syndromes including myocardial infarction and unstable angina, and congestive 
heart failure, Alzheimer's disease, multiple sclerosis, cancer, type 1 1 diabetes, metabolic syndrome X, and inflammatory 
bowel disease ("IBD"). These diseases and disorders are among the most prevalent In society today and cause untold 

20 suffering and death. 

[0003] Cun-ent methods of treatment of the above mentioned diseases and disorders are unsatisfactory, as they 
typically require surgical alteration or removal of the affected body part or the use of pharmaceuticals that treat symp- 
toms, without stopping or, ideally, reversing the underlying disease process. For example, while there are many mar- 
keted agents that modify risk factors for atherosclerosis (e.g., reduction of plasma lipids and anti-hypertensive agents), 
25 there are no therapies that directly modify the atherosclerosis process Itself. Further, more than 60% of all coronary 
artery disease cannot be explained on the basis of traditional risk factors alone. 

[0004] One explanation for the lack of success of current treatments for the above-mentioned diseases is that multiple 
gene products are probably Involved In each disease or disorder. Typical drug therapies target only one of these gene 
products. Also, many of the current dnjgs used to treat these diseases and disorders exhibit undesirable side effects 
30 such as, for example, the gastric ulceration observed with many nonsteroidal anti-inflammatory drugs ("NSAIDs") used 
to treat arthritis. Disadvantages of surgical methods of treating these diseases and disorders include the use of highly 
invasive procedures that cause pain, scarring, and sometimes infection. 

[0005] In contrast, inhibition of NF-kB is potentially capable of halting, and even reversing, the progression of the 
underiying diseases and disorders mentioned above. Inhibitors of NF-kB are effective by virtue of their ability to prevent, 
35 block, and even halt a common key step In the activation of the genes involved In the production of a number of 
mediators of these diseases and disorders. In other words, NF-kB inhibitors wori< upstream to inhibit the production 
of multiple pro-inflammatory mediators, whereas traditional drug treatment regimens are less effective, perhaps be- 
cause they wori< downstream and typically target only one of these mediators. 

[0006] Nuclear factor-KB Is a family of heterogeneous protein dimers that act as sequence-specific transcription 

40 factors in the activation of a large number of genes In response to Inflammation, viral or bacterial Infections, or other 
biological diseases and disorders requiring rapid reprogramming of gene expression. NF-kB is nomrially found seques- 
tered in the cytoplasm in an inactive form bound to an inhibitory protein, namely the inhibitor of kB ("IkB"). IkB is thus 
bound with NF-kB to form an NF-kB-IkB complex, but NF-kB is rapidly converted to an active form via signaling proc- 
esses that are still being elucidated. 

45 [0007] NF-kB Is found In virtually all cell types Including T-lymphocytes, monocytes, macrophages, endothelial cells, 
and smooth muscle cells. In response to a stimulus such as, for example, an inflammatory cytokine, a reactive oxygen 
Intennediate, or a lipopolysaccharide from a microorganism, the IkB component of the NF-kB— IkB complex Is cleaved 
via a process comprising the sequential steps of phosphorylation, polyubiquitinylatlon, and degradation. Degradation 
of the modified IkB protein exposes the nuclear localization sequence on NF-kB, allowing translocation of NF-kB to 

50 the nucleus of the cell, where it binds to Its target gene to initiate transcription. 

[0008] Among the genes to which NF-kB binds in order to Initiate transcription are genes expressing pro-inflammatory 
cytokines. These pro-inflammatory cytokines include tumor necrosis factor-alpha (TNF-a"), interleukin-1 ("IL-1 "), IL- 
6, IL-8, intercellular adhesion molecule-1 ("ICAM-V), vascular cell adhesion molecule-1 ("VCAM-1"), E-selectin, mono- 
cyte chemotactic proteln-1 ("MCP-1"), Inducible nitric oxide synthase, tissue factor, and cyclooxygenase-2 ("COX -2"). 

55 The result of the transcriptional activation of genes expressing pro-inflammatory cytokines is a tissue-localized pro- 
duction of these cytokines, and the beginning or exacerbation of an inflammatory process in the affected tissue. 
[0009] The present invention provides a method of using a sulfonyiamlnocarbonyl derivative, or a pharmaceutlcaity 
acceptable salt thereof, to treat diseases and disorders known to be responsive to the inhibition of NF-kB. 
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[0010] The following United States patents disclose methods of using certain sulfonylaminocarbonyl derivatives as 
Inhibitors of the enzyme acyl-coenzyme A:cholesterol acyltransferase (ACAT) for treating hypercholesterolemia and 
atherosclerosis: 

5 United States Patent Number 5.245,068 and its Divisional 5,384,328; 

United States Patent Number 5,214,206 and its Divisional 5,288.757; 

United States Patent Number 5,254.715 and its Divisional 5,336,690; 

United States Patent Number 5.198,466 and its Divisional 5,364,882; 

United States Patent Number 5,491. 172 and its Divisional 5,633,287; and 
10 United States Patent Number 5,254,569 and Its Continuation 5,981 ,595. 

[001 1] United States Patent Number 6,093,744 discloses methods of using certain sulfonylaminocarbonyl derivatives 
as ACAT inhibitors for regulating plasma cholesterol levels and lowering serum or plasma Lp(a) levels, and for treating 
hypercholesterolemia, atherosclerosis, peripheral vascular diseases, and restenosis. 
IS [0012] United States Patent Number 6,11 7,909 discloses methods of using certain sulfonylaminocarbonyl derivatives 
as ACAT inhibitors for lowering serum or plasma Lp(a) levels, and treating cerebrovascular diseases, Including stroke, 
peripheral vascular diseases, and restenosis. 

[0013] United States Patent Number 6,124,309 and its Divisional Patent Numbers 6,143,755 and 6,093,71 9 disclose 
methods of using a sulfonylaminocarbonyl derivative as an ACAT inhibitor in combination with an IHMG-CoA reductase 

^ inhibitor for restoring endogenous vascular endothelium-dependent activities including improving the nomnal dilation 
capacity of the endothelium, inducing vasodilation to modulate vascular tone and blood flow, decreasing the adherent 
properties of the blood vessel walls, and decreasing the coagulation of platelets, and for treating myocardial infarction 
and acute ischemic syndromes including angina pectoris, coronary artery disease, hypertension, cerebrovascular ac- 
cidents, transient ischemic attacks, chronic obstructive pulmonary disease, chronic hypoxic lung disease, pulmonary 

25 hypertension, renal hypertension, chronic renal disease, microvascular complications of diabetes, and vaso-occluslve 
complications of sickle cell anemia. 

[0014] As NF-kB is involved In the initiation and progression of inflammatory disease, a screening assay which pro- 
vides a method for rapidly screening large numbers of compounds In vitro for their ability to inhibit NF-kB mediated 
transcription of a gene would be a valuable tool. Such a screening assay would be an important step in the pursuit of 

30 compounds to treat diseases responsive to inhibition of NF-kB. 

[0015] We have now discovered the ability of certain sulfonylaminocarbonyl derivatives to inhibit NF-kB mediated 
transcription. Accordingly, the present invention provides a method of treating a disease or a disorder responsive to 
inhibition of NF-kB, comprising administering to patients In need thereof a sulfonylaminocarbonyl derivative, or a phar- 
maceutically acceptable salt thereof. All that Is needed to practice the present invention is to administer to said patients 

35 a sulfonylaminocarbonyl derivative, or a phamnaceutlcally acceptable salt thereof, from 1 to 6 times dally for the treat- 
ment of rheumatoid arthritis, osteoarthritis, autoimmune diseases, psoriasis, asthma, cardiovascular diseases such 
as, for example, atherosclerosis, acute coronary syndromes including myocardial infarction and unstable angina, and 
congestive heart failure, Alzheimer's disease, multiple sclerosis, cancer, type II diabetes, metabolic syndrome X, and 
inflammatory bowel disease. Determination of.a proper dosage and form of administration of a sulfonylaminocarbonyl 

40 derivative, or a pharmaceutically acceptable salt thereof, for use in the method of the present invention is well within 
the abilities of one of ordinary skill in the phamnaceutical and medical arts. 

SUMMARY OF THE INVENTION 

45 [0016] The present invention provides a method of treating a disease or a disorder responsive to Inhibition of nuclear 
factor-KB transcription factors, comprising administering to a patient in need thereof a sulfonylaminocarbonyl derivative, 
or a pharmaceutically acceptable salt thereof. 

[0017] The sulfonylaminocarbonyl derivatives disclosed in United States Patent Number 5,491 ,1 72 and its Divisional 
5,633,287, which are both hereby incorporated herein by reference, are useful in the present Invention. Thus, one 
50 embodiment of the present invention is a method of treating a disease or a disorder responsive to inhibition of nuclear 
factor-KB transcription factors, comprising administering to a patient in need thereof a suifonyiaminocari^onyt derivative 
of Formula I 
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0 O 

1 s 

R1-X-S-N-C-Y-R2 



OR 



or a pharmaceutically acceptable salt thereof, wherein: 

10 

X and Y are selected from oxygen, sulfur and (CR'R")^, wherein n Is an Integer of from 1 to 4 and R' and R" are 
each independently hydrogen, alkyi, alkoxy, halogen, hydroxy, acyloxy, cycloalkyi, phenyl optionally substituted or 
R' and R" together fonri a splrocycloalkyi or a carbonyl; with the proviso at least one of X and Y is -(CR'R")n- and 
with the further proviso when X and Y are both (C R'R")n and R' and R" are hydrogen and n is one, R^ and R2 are ary 1; 
15 R is hydrogen, a straight or branched alkyI of from 1 to 8 carbon atoms or benzyl; 
R^ and Rg are each independently selected from: 

(a) phenyl or phenoxy each of which is unsubstituted or is substituted with from 1 to 5 substituents selected 
from: 

20 

phenyl, 

an alkyl group having from 1 to 6 carbon atoms and which is straight or branched, 
an alkoxy group having from 1 to 6 carbon atoms and which Is straight or branched; 
phenoxy, 

25 hydroxy, 
fluorine, 
chlorine, 
bromine, 
nitro, 

30 trifiuoromethyl. 

-COOH. 

'COOaikyI wherein alkyi has from 1 to 4 carbon atoms and is straight or branched, and 
-(CH2)pNR3R4, wherein p is zero or one, and each of R3 and R4 is selected from hydrogen or a straight 
or branched alkyi group having 1 to 4 carbon atoms; 

35 

(b) 1 - or 2-naphthyl unsubstituted or substituted with from 1 to 3 substituents selected from: 



phenyl, 

an aikyi group having from 1 to 6 carbon atoms and which is straight or branched, 
40 an alkoxy group having from 1 to 6 carbon atoms and which is straight or branched; 

hydroxy, 
phenoxy, 

fluorine, 
chlorine, 

45 bromine, 
nitro, 

trifiuoromethyl, 
-COOH. 

-COOalkyI, wherein alkyl has from 1 to 4 carbon atoms and is straight or branched, 
50 -(CH2)pNR3R4, wherein p, R3 and R4 have the meanings defined above; 

(c) arylatkyi; 

(d) a straight or branched alkyl chain having from 1 to 20 carison atoms and which is saturated or contains 
from 1 to 3 double bonds; and 

55 (e) adamantyi or a cycloalkyi group wherein the cycloalkyi moiety has from 3 to 6 cartjon atoms; with the 

provisos: 

(i) where X is (CH2)n. Y is oxygen, and R^ is a substituted phenyl, then Rg is a substituted phenyl; 
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(II) where Y is oxygen, X is (CH2)n. R2 ^ phenyl or naphthyl, then is not a straight or branched alicyl 
chain; and 

(ill) the following compounds are excluded: 



X 


Y 


R 




R2 


CH2 


0 


H 


(CH2)CH3 


Ph 


CH2 


0 


H 


CH3 


Ph 


CH2 


0 


H 




i-Pr 








»J5 


f 



With the further proviso that compounds selected from the group consisting of: 

20 

Sulfamic acid [1 -oxo-3-[2,4.6-trls(1 -methylethyl)phenyl]propyl]-2,6-bis(1 -methylethyl)phenyl ester, 
Sulfamic acid [fluoro[2,4,6-tris(1-methylethyl)phenyl]acetyl]-2,6-bls(1-methylethyl)phenyl ester, and 
Sulfamic acid [[2,4,6-tris(1-methylethyl)phenyi]acetyl]-2,6<bis(phenyl)phenyl ester are excluded. 

25 [0018] Preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor-ic6 tran- 
scription factors, comprising administering to a patient in need thereof a sulfonylaminocarbonyl derivative of Fomnuia I: 

wherein Is phenyl or Is phenyl disubstituted in the 2,6-positions; 
wherein R2 is phenyl or is phenyl disubstituted in the 2,6-positions; 
30 wherein each of and R2 Is phenyl; 

wherein each phenyl Is disubstituted in the 2,6-positlon; 

wherein R^ Is phenyl disubstituted in the 2,6'positions and R2 is phenyl thsubstituted in the 2,4,6-positions; 
wherein R^ is 2,6-bis(1-methylethyl)phenyl and Rg is 2,6-bis(1 -methylethyl)phenyl or2,4,6-trls(1-methylethyl)phe- 
nyl; or 

35 wherein one of R^ and R2 Is the group 



R5 
I 

-(CH2)t-C-(CH2)w-R7. 
I 

R6 

^5 Wherein t is zero or 1 to 4; w Is zero or 1 to 4 with the proviso that the sum of t and w Is not greater than 5; R5 and 
Rg are each Independently selected from hydrogen or alkyi having from 1 to 6 carbon atoms, or when R5 Is hy- 
drogen, Rg can be selected from the groups defined for R7; and R7 is phenyl or phenyl substituted with from 1 to 
3 substituents selected from a straight or branched alkyl group having from 1 to 6 carbon atoms, straight or branched 
alkoxy group having from 1 to 6 carbon atoms, phenoxy, hydroxy, fluorine, chlorine, bromine, nitro, trifluoromethyl, 

50 -COOH, COOalkyI wherein alkyl has from 1 to 4 carbon atoms, or -(CH2)pNR3R4 wherein P, R3 and R4 have the 
meanings defined above. 

[0019] Preferred Is a method of treating a disease or a disorder responsive to Inhibition of nuclear factor-KB tran- 
scription factors, comprising administering to a patient In need thereof a sulfonylaminocarbonyl derivative of Fomnuia 
55 I, or a phamiaceutlcaliy acceptable salt thereof, wherein: 

X is oxygen, sulfur or (CR'R")n; 

Y is oxygen, sulfur or (CR'R")n, with the proviso that at least one of X or Y is (CR'R")n wherein n Is an Integer of 
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from 1 to 4 and R' and R" are each independently hydrogen, straight or branched alkyl of from 1 to 6 carbons, 
optionally substituted phenyl, halogen, hydroxy, alkoxy, acyloxy, cydoalkyi, or R' and R" taken together fomri a 
carbonyl or a spirocycloalkyi group of from 3 to 10 carbons; 
R is hydrogen; 

5 R^ Is phenyl optionally substituted, straight or branched alkyl of from 1 to 1 0 carbon atoms, cydoalkyi of from 3 to 

10 carbon atoms; and 

R2 is phenyl optionally substituted, straight or branched alkyl of from 1 to 10 carton atoms, cydoalkyi of from 3 to 
8 carbon atoms, phenoxy optionally substituted with the proviso that only If X is (CR'R")^ can R^ be optionally 
substituted phenoxy and only if Y Is (CR'R")n can R2 be optionally substituted phenoxy. and with the further proviso 
10 that at least one of R^ and Rg is optionally substituted phenyl or phenoxy. 

[0020] Preferred is a method of treating a disease or a disorder responsive to Inhibition of nuclear factor-icB tran- 
scription factors, comprising administering to a patient in need thereof a sulfonylamlnocarbonyl derivative of Fonmula 
I, or a pharmaceutically acceptable salt thereof, wherein: 

15 

X is oxygen; 

Y is (CR'R")p wherein n is an Integer of from 1 to 2; 
R Is hydrogen; 

R^ Is optionally substituted phenyl; 
20 R2 Is optionally substituted phenyl or phenoxy, straight or branched alkyl of from 1 to 1 0 carbons, or cydoalkyi of 
from 3 to 1 0 carbons; and 

R' and R" are each Independently hydrogen, straight or branched alkyl of from 1 to 6 carbons, optionally substituted 
phenyl, halogen, hydroxy, alkoxy, acyloxy, cydoalkyi, or R' and R" taken together form a carbonyl or a spirocy- 
cloalkyi. 

25 

[0021] Preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor-KB tran- 
scription factors, comprising administering to a patient in need thereof a sulfonylaminocarbonyl derivative of Fonnula 
I, or a pharmaceutically acceptable salt thereof, wherein one of R^ and Rg Is phenyl; and more preferably wherein one 
of R^ and Rg Is substituted phenyl; or still more preferably wherein one of R^ and Rg Is phenyl disubstituted In the 
30 2,6-positlons. 

[0022] More preferred Is a method of treating a disease or a disorder responsive to inhibition of nuclear factor-KB 
transcription factors, comprising administering to a patient In need thereof a sulfonylamlnocarbonyl derivative of For- 
mula 1, or a pharmaceutically acceptable salt thereof, wherein both R^ and R2 are phenyl disubstituted In the 2, expo- 
sitions. 

35 [0023] In another more preferred embodiment, the method uses a sulfonylaminocaribonyl derivative of Formula I, or 
a pharmaceutically acceptable salt thereof, wherein R^ is phenyl disubstituted in the 2,6-positions and Rg Is phenyl 
trisubstituted in the 2,4,6-positions. 

[0024] Preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor-KB tran- 
scription factors, comprising administering to a patient in need thereof a sulfonylaminocart^onyl derivative of Formula 
40 I, or a phamnaceutically acceptable salt thereof, selected from: 

(1 ,2,3,4-Tetrahydro-naphthalene-2-carbonyl)-sulfamic acid 2,6-diisopropyl-phenyl ester; 

[Bis-(4-chloro-phenyl)-acetyl]-sulfamic acid 2,6-diisopropyl-phenyl ester; 

(Bromo-phenyl-acetyl)-sulfamic acid 2,6-diisopropyl-phenyl ester; 
45 [(2,4,6-Trilsopropyl-phenyl)-acetyl]-sutfamlc acid 4-hydroxy-2,6-diisopropyl-phenyl ester; 

Methyl-[(2,4,6-triisopropyl-phenyl)-acetyl]-sulfamic add 2,6-diisopropyl-phenyl ester; 

[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sutfamlc add 2,6-dilsopropyl-4-nitrophenyl ester; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sutfamic acid 4-fluoro-2,6-dlisopropyl-phenyl ester; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sutfamic acid 2,6-dimethoxy-phenyl ester; 
50 [(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-amino-2,6-diisopropyl-phenyl ester; 

[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamlc acid 2,4,6-trimethoxy-phenyl ester; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-tert-butyl-2,6-diisopropyl-pheny! ester; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sutfamic acid 4-acetyl-2-isopropylphenyl ester; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 2,6-diisopropyl-4-methoxy-phenyl ester; 
S5 [(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 2,6-dlchloro-phenyl ester; 

[(2,4,6-Trilsopropyl-phenyl)-acetyi]-sutfamic acid dodecyt ester; 

[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamlc acid 4-bromo-2,6-dllsopropyl-phenyl ester; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 2,6-diisopropyl-4-methyl-phenyl ester; 
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[1-(4-Dimethylamino-phenyl)-cyclopentanecarbonyl]-sulfamic acid 2,6-diisopropyl-phenyl ester; 
[1-(4-Nitro-phenyl)-cyclopentanecarbonyl]-sulfannic acid 2,6-diisopropyt-phenyl ester; 

3.5- Dllsopropyl-4-{[(2,4,6-tiiisopropyl-phenyl)-acetyl]sulfamoyloxy}-benzoic acid methyl ester; 
Sulfamic acid (phenylacetyi)-2,6-bis(1-methylethyl)phenyl ester, 

s Sulfamic acid[[2,4,6-tris(1 -methylethyl)phenyl)acetyl]-2,6-bis(1 Hfnethyi-ethyl)phenyl ester; 

Sulfamic acld[[2,6-bis(1 ■methylethyl)phenyl)acetyl]-2,6-bls(1 -methyl-ethyl)phenyl ester; 

Sulfamic acid [[2,4,6-tris(1-methylethyl)phenyl]acetyt-2,4,6-tris(1-methyl-ethyl)phenyl ester; 

Sulfamic acid[[2,6-bis(1-methylethyl)phenyl]acetyl]-2,4.6-tris( 1-methyl-ethyl)phenyl ester; 

Sulfamic acid[adamantaneacetyl]-2,6-bis[1-methylethyl)phenyl ester, 
'0 Sulfamic acid[[2,6-bis(1 -methylethyi)phenyl]acetyl]-2,6-bis( 1 -methyl-ethyl]phenyl ester-sodium salt; 

Sulfamic acld[[2,4,6-tris(1 -methylethyl)phenyllacetyI]-2,6-bis(1-methyl-ethyl)phenyl ester-sodium salt; 

Sulfamic acid (decanoyl)-2,6-bis-(1-methylethyl)phenyl ester; 

Sulfamic acid (dodecanoyl)-2,6-bls-(1-methylethyl)phenyl ester; 

2.6- Bls(1-methylethyl)-N-[[[2,4,6-tris( 1-methylethyl)phenyl]methyl]-sulfonyi]benzeneacetamlde; 

'5 2,6-Bls(1 •methylethyl)-N-[[[2,4,6-tris( 1 -methylethyl)phenyl]methyl]-sulfonyl]benzeneacetamlde-sodlum salt; 

2,6-Bis(1 -methylethyl)phenyl[[[2,4,6-tris( 1 -methylethyl)phenyllmethyl]-sulfcnyl]carbamate; 

2,6-Bls(1 -methylethyl)phenyl[[[2,4,6-tris( 1 -methylethyl)phenyl]methyl]-sulfonyl]carbamate-sodium salt; 

Sulfamic acid {1-oxo-3,3-dlphenylpropyl)-2,6-bis(1-methylethyl)phenyl ester; 

Sulfamic acid [2,6-dichlorophenyl(acetyl)]-2,6-bis(1-methylethyl)phenyl ester. 
20 Sulfamic acid [2,6-dichlorophenyl(acetyl)]-2,6-bis(1 -methylethyl)phenyl ester-sodium salt; 

Sulfamic acid trans-[(2-phenylcycIopropyl)carbonyl]-2,6-bls(1-methylethyl)phenyl ester; 

Sulfamic acid [2,5-dimethoxyphenyl(acetyl)]-2,6-bls(1-methylethyl)-phenyl ester; 

Sulfamic acid (2,4,6-trimethoxyphenyl(acetyl)]-2,6-bis(1-methylethyl)-phenyl ester; 

Sulfamic acid [2,4,6-trlmethylphenyl(acetyl)]-2,6-bis(1'methylethyl)-phenyl ester; 
^5 Sulfamic acid [2-thlophenyl(acetyi)]-2,6-bis(1 -methylethyOphenyl ester; 

Sulfamic acid [3-thiophenyl(acetyl)]-2,6-bis(1 -methylethyl)phenyl ester; 

Sulfamic acid [2-methoxyphenyl(acetyi)]-2,6-bis{1-methylethyl)phenyl ester; 

Sulfamic acid (oxophenylacetyl)-2,6-bis(1-methylethyl)phenyl ester; 

Sulfamic acid [2-trifluoromethytphenyl(acetyl)]-2,6-bis(1-methylethyt)-phenyl ester; 
30 Sulfamic acid (1 -oxo-2-phenylpropyl)-2,6-bis(1 -methylethyl)phenyl ester; 

Sulfamic acid (cyclopentylphenyl-acetyl)-2,6-bls(1-methylethyl)phenyl ester; 

Sulfamic acid (cyclohexyiacetyl)-2,6-bis(1 -methylethyl)phenyl ester; 

Sulfamic acid (diphenylacetyl)-2,6-bis(1-methylethyl)phenyi ester; 

Sulfamic acid (triphenylacetyl)-2,6-bis(1-methylethyl)pfienyl ester; 
35 Sulfamic acid [(1 -phenylcyclopentyl)carbonyl]-2,6-bis(1 -methylethyl)-pheny! ester; 

Sulfamic acid {3-methyl-1-oxo-2-phenylpentyl)-2,6-bis(1-methylethyl)phenyl ester; 

Sulfamic acid (1 -oxo-2-phenylbutyl)-2,6-bis(1 -methylethyl)phenyl ester; 

Sulfamic acid (cyclohexylphenyl-acetyl)-2,6-bis(1-methylethyl)phenyl ester; 

Sulfamic acid (1-oxo-2,2-dlphenylpropyl)-2,6-bis(1-methylethyl)phenyl ester; 
40 Sulfamic acid [(9H-fiuoren-9-yl)carbonyl]-2,6-bis(1 -methylethyi)phenyl ester; 

Sulfamic acid (1-oxo-3-phenyipropyl)-2,6-bis(1-methylethyl)phenyl ester; 

Sulfamic acid [1-oxo-3-[2,4,6-tris(1-methylethyl)phenyi]-2-propenyll-2,6-bis(1-methylethyl)phenyl ester; 
Sulfamic acid [(acetyloxy)[2,4,6-tris(1 -metiiylethyl)phenyl]acetyl]-2,6-bis(1 -methylethyl)phenyl ester; 
Sulfamic acid [liydroxy[2,4,6-tris(1-methylethyi)phenyl]acetyl]-2,6-bis(1-methylethyl)phenyl ester; 
^ Sulfamic acid (3-methyl-1-oxo-2-phenylpentyl)-2,6-bls(1 -methylethyl)phenyl ester sodium salt; 

Sulfamic acid [[2,4,6-lris(1-methylethyl)phenoxy]acetyl]-2,6-bis(1-methylethyl)phenyl ester; and 
Sulfamic acid [[2,6-bls(1-methylethyl)phenoxy]acetyl]-2,6-bis(1-methylethyl)phenyt ester. 

[0025] More preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor-KB 
50 transcription factors, comprising administering to a patient in need thereof a sulfonylaminocarbonyl derivative of For- 
mula I named sulfamic acid [I2,4,6-tris(1-methyiethyl)phenyl]acetyl-2,6-bis(1-methyIethyl)phenyl ester, or a pharma- 
ceutically acceptable salt thereof. 

[0026] Still more preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor- 
KB transcription factors, comprising administering to a patient in need thereof a sulfonylaminocarbonyl derivative of 
55 Fonnula I named sulfamic acid [[2,4,6-tris(1 -methylethyl)phenyl]acetyl-2,6-bis(1 -methylethyl)phenyl ester. 

[0027] The sulfonylaminocarbonyl derivatives disclosed in United States Patent Number 6,093,744, which is hereby 
Incorporated herein by reference, are also useful in the present Invention. Thus, another embodiment of the present 
Invention is a method of treating a disease or a disorder responsive to inhibition of nuclear factor-KB transcription 
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factors, comprising administering to a patient in need thereof a sulfonylaminocarbonyl derivative of Formula II 




II 



or a pharmaceutically acceptable salt thereof, wherein: 

Ri is hydrogen, alky I, or alkoxy; 

to are alkyi, alkoxy, or unsubstituted or substituted phenyl; and 
R6 Is -CN. 

-(CH2)o.i-NR7R8, 

-0-(CH2)mo-Z, wherein Z is -NR^R^o, OR^, or COaR^ 

-OC(=0)R", 

-SR11, 

-SCN. 

-S(CH2)i.ioZi 

-S(0)i.2Ri2, wherein R12 is hydroxy, alkoxy, alkyi, (CHgjMoZ or NR7R8, 
-C(=0)XR",or 

-CH2-R^^. wherein R^^ is {CH2)o.5-Y-(CH2)o-5Z, or alkyi of from 1 to 20 carbons with from 1-3 double bonds, 
which alkyi is optionally substituted by one or more moieties selected from -CN, NO2, halogen, 0R^ NR^R^o, 
and C02R^ 

wherein R^ and R^ are each independently selected from: 

hydrogen, at least one of R^ and R® is other than hydrogen; 

(CH2)i.ioZ, wherein Z is as defined above and R^ and R^*> are each Independently selected from hydrogen, alkyi, 
and unsubstituted or substituted phenyl, or 

R9 and R^^ are taken together with the nitrogen to which they are attached to fonii a ring selected from: 



I I 

— N-(CH2)2— 0-(CH2)2, 



— N-(CH2)2— S-(CH2)2. 



— N-(CH2)2 CR'^^R'^— (CH2),.2 



— N-(CH2)2 — Nr'^— (CH2)2, 
wherein R^*, R^^ and R^^ are each independently selected from hydrogen, alkyi, and unsubstituted or substituted 
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phenyl; 



C(=Q)XRii. wherein X is a bond or NH wherein Q is O or S, R^^ is hydrogen^ allcyl, unsubstituted or substituted 
phenyl; 

(CH2)o.5-Y-(CH2)o.5Z, wherein Z is as defined above and Y is phenyl or a bond; 
C(=0)-CR17R18Z; 

C(=0)NHCR17R182^ wherein R^^ and R^^ are each independently hydrogen, alkyi, phenyl, substituted phenyl, or 
the side chain of a naturally occurring amino acid; 

S(0)i.2R^^, wherein R^s js ai^yi^ unsubstituted or substituted phenyl, naphthyl, or a heteroaromatic ring, or NR^RiO; 
or 

R7 and R^ are taken together with the nitrogen to which they are attached to fonn a ring selected from: 



I 1 

— N-(CH2)2— 0-(CH2)2, 



I I 

-N-(CH2)2— S"-(CH2)2, 



— N-(CH2)2 — CR^'^R^^— (CH2)i.2 



,and 



— N-(CH2)2— NR^ ^— (CH2)2, 

wherein H^^, R^^, and R^^ g^e as above, with the proviso that compounds selected from: 

[(2,4,6-Triisopropyl-phenyi)-acetyl]-sulfamic acid 4-fonnyl-2,6-diisopropyl-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyll-sulfamic acid 4-(2-cyano-vinyi)-2,6-diisopropyl-phenyl ester; 
[(2,4,6-Tritsopropyl-phenyl)-acetyl]-sulfamic acid 2,6-dilsopropyl-4-(4-methyl-plpera2in-1 -ylmethyl)-phenyl ester, 
dihydrochloride; 

[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sutfamic acid 4-[bis-(2-hydroxyethyl)-amino]-2,6-diisopropyl-phenyl ester; 
[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamlc acid 2,6-diisopropyl-4-(3-phenyl-thioureido]-phenyl ester; and 
[(2,4,6-Trlisopropyl-phenyl)-acetyl]-sulfamic acid 2,6-diisopropyl-4-sulfamoyl-phenyl ester are excluded. 

[0028] Preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor-KB tran- 
scription factors, comprising administering to a patient In need thereof a sulfonylaminocarbonyl derivative of Fonnula 
11, or a pharmaceutically acceptable salt thereof, wherein: 

R1 is hydrogen or alky! of from 1 to 4 carbon atoms; 

R2 to are each alkyI of from 1 to 4 carbon atoms; and 

R^ is -NR^R^ wherein R^ and R^ are each independently selected from: 

hydrogen, at least one of R^ and R^ is not hydrogen, 

-(CH2)i.ioZ. 
-C(=Q)XRi\ or 

-S(0)v2Ri9. 



[0029] More preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor-KB 
transcription factors, comprising administering to a patient in need thereof a sulfonylaminocarbonyl derivative of For- 
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mula tt, or a pharmaceutically acceptable salt thereof, wherein: 
is hydrogen and 

is -C(=0)CR^7R^8Z wherein Z is NH2 where one of R^^ and R^® is the side chain of a naturally occurring amino 
5 acid and the other is hydrogen. 

[0030] Also preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor-KB 
transcription factors, comprising administering to a patient in need thereof a sulfonytaminocarbonyl derivative of For- 
mula II, or a pharmaceutically acceptable salt thereof, wherein: 

10 

R^ is hydrogen or alkyi of from 1 to 4 carbon atoms; 
R2 to R5 are each alkyI of from 1 to 4 carbon atoms; and 

R^ Is NR^R^, wherein R^ and R^ taken together with the nitrogen to which they are attached to fomn a ring selected 
from the group consisting of: 

15 



— N— (CH2)2 — 0— (CH2)2» 

20 

I I 

— N-(CH2)2— S-(CH2)2, 

25 



— N-(CH2)2 CR'^'r'^— (CH2)i-2' 

30 

wherein R^^ and R^^ are each independently selected from hydrogen, alkyI, and phenyl; and 



— N"-(CH2)2 — NR — (CH2)2> 

wherein R^® is hydrogen, alkyI, or phenyl. 

40 [0031] Also preferred is a method of treating a disease or a disorder responsive to Inhibition of nuclear factor-KB 
transcription factors, comprising administering to a patient In need thereof a sulfonylaminocaridonyl derivative of For- 
mula 11, or a pharmaceutically acceptable salt thereof, wherein: 

Ri is hydrogen or alky! of from 1 to 4 cartoon atoms; 
45 r2 to R5 are each alkyI of from 1 to 4; and 

R6 Is NR7R8, wherein one of R^ and R® is hydrogen and the other is S(0)i.2R^^ 

wherein R^® is alkyI, unsubstituted or substituted phenyl, naphthyl, or a heteroaromatic ring. 
[0032] More preferred is the invention method using a compound of Fonnula II, or a pharmaceutically acceptable 
so salt th ereof , wh erei n : 

Ri is hydrogen or alkyI of from 1 to 4 carbons; 
R2 to R5 are alkyI of from 1 to 4 carbons; and 

R6 is -C(=0)XRi^ or -CHgR^^ wherein X, R^^ and R^^ are as defined above for Formula II. 

55 

[0033] Also preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor-KB 
transcription factors, comprising administering to a patient in need thereof a sulfonylaminocarisonyl derivative of For- 
mula II, or a phamfiaceutically acceptable salt thereof, wherein: 
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R'' is hydrogen or alkyi of from 1 to 4 carton atoms; 
R2 to R5 are alkyI of from 1 to 4 carbon atoms; and 
R6is -0-(CH2)i.ioZ. 

-0-C(=0)Rii, 

-SH. 

-SCN, 

-S(CH2)moZ. or 

-S(0)i.2R^2 wherein Z, R^^ and Ri2 as defined above for Fomnula 11. 



[0034] Also preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor-KB 
transcription factors, comprising administering to a patient In need thereof a sulfonyiaminocariDonyl derivative of For- 
mula II, or a phamnaceutlcally acceptable salt thereof, wherein: 



Ri is hydrogen or alkyl of from 1 to 4 carbon atonfis; 
R2 to R5 are alkyl of from 1 to 4 carbon atoms; and 

R6 is 0{CH2)i.ioNR®l^^° wherein R^ and R^o are as defined above for Fomiula II. 



[0035] Especially preferred Is a method of treating a disease or a disorder responsive to inhibition of nuclear factor- 
kB transcription factors, comprising administering to a patient in need thereof a sulfonylaminocarbonyl derivative of 
Formula II, or a phamnaceutlcalty acceptable salt thereof, selected from: 



6-(3.5-Diisopropyl-4-{[(2,4,6-triisopropyt-phenyl)-acetyl]sutfamoyloxy)-phenyl)-hexanoic acid ethyl ester; 
3-[3-(3,5-Dilsopropyl-4-{[(2,4,6-trilsopropyl-phenyl)-acetyl]sulfamoyloxy)-phenyl)-ureido]-proplonic acid ethyl es- 
ter; 

{[4-(1-Hydroxy-1-methyl-ethyl)-2,6-diisopropyl-phenyl]-acetyl) -sulfamic acid 2.6-diisopropyl-phenyl ester; 
[2-(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-((S)-2-amino-4-methyl-pentanoylamino)-2,6-diisopropyl- 
phenyl ester; compound with trifluoro-acetic acid; 

[(2 ,4,6-Triisopropyl-phenyl)-acetyl]-sulf amic acid 4-{3-tert-butyl-ureido)-2,6-dlisopropyl-phenyl ester; 
[2-(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-(3-amino-proplonylamino)-2,6-diisopropyl-phenyl ester; 
compound with trifluoro-acetic acid; 

[{2,4,6-Triisopropyl-phenyl)-acetyi]-sulfamlc acid 4-(2-cyano-vinyl)-2,6-diisopropyl-phenyl ester; 
[2-(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-((S)-2-amino-3-hydroxy-proplonylamino)-2,6-dlisopropyl- 
phenyl ester; compound with triftuoro-acetic acid; 

[2-(2,4,6-Triisopropyl-phenyt)-acetyt]-sulfamlc acid 4-((S)-2-amino-4-carbamoyl-butyrylamino)-2,6-dllsopropyl- 
phenyl ester; compound with trifluoro-acetic acid; 

[2-(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamicacid 4-((S)-2-amino-3-methyl-butyrylamino)-2,6-diisopropyl-phenyl 
ester; compound with trifluoro-acetic acid; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-[3-(3,5-dichlorophenyl)-thioureido]-2,6-diisopropyl-phenyl es- 
ter; 

(S)-[5-tert-Butoxycari3onylamlno-5-(3,5<lllsopropyl-4-{[(2,4,6-trilsopropyl-phenyl)-acetyl]sulfamoyloxy}-phen^^ 
carbamoyl) -pentyl]-cari3amic acid tert-butyl ester; 

(S)-[(2,4,6-Trilsopropyl-phenyl)'acetyl]-sulfamlc acid 4-(2,6-dlamlnohexanoylamlno)-2,6-diisopropyl-phenyl ester 
di hydrochloride; 

[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamic acid 4-(2-t-butoxycarbonylamlnO'acetytamlno)-2,6-dllsopropyl-phe- 
nyl ester; 

[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamic acid 4-(2-amino-acetylamlno)-2,6-diisopropyl-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-(2-t-butoxycart3onylamino-4-methyIsulfanyl-butyrylamino)- 
2,6-diisopropyl-phenyl ester; 

[(2.4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-(2-amlno-4-methylsulfanyl-butyrylamino)-2,6-dilsopropyl-phe- 
nyl ester trif luoroacetate; 

3-[3-(3,5-Diisopropyl-4-{[(2,4,6-triisopropyl-phenyl)-acetyl]sulfamoyloxy)-phenyl)-ureido]-propionic acid ethyl es- 
ter; 

3-[3-(3,5-Diisopropyl-4-{[(2,4,6-triisopropyl-phenyt)-acetyl]suifamoyloxy}-phenyl)-ureido]-proplonic acid; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-[2-amlno-3-(1H-indol-3-yl)-propionylamlno]-2,6-dllsopropyl- 
phenyl ester; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-(5-amino-pentanoylamlno)-2,6-diisopropyl-phenyl ester trif- 
luoroacetate(1 :1 )(salt); 
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(D)-[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-(2-amino-propionylamlno)-2,6-diisopropyl-phenyl ester tri- 

fluoroacetate(1:1)(salt); 

(L)-[{2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-(2-amlno-propionylamino)-2,6-djlsopropyl-phenyl ester; 
[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamic acid4-(2-annlno-2-methyl-propjonylamino)-2,6-diisopropyl-phenyl es- 
ter; 

[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfanrilc acid 4-(3-dimethylamlno-propoxy)-2,6-diisopropyl-phenyl ester; 
[(2,4,6-Trjisopropyl-phenyl)-acetyl]-sutfamlc acid 4-(3-dimethyiannino-propoxy)-2,6-diisopropyl-phenyl ester hy- 
drochloride salt; 

[(2,4,6-Trlisopropyl-phenyl)-acetyl]-sulfanilc acid 4-(3-amino-propoxy)-2,6-diisopropyl-phenyl ester hydrochloride 
salt; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sutfamic acid 2,6-diisopropyl-4-thiocyanato-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sutfamic acid 4-cyano-2,6-diisopropyl-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfam(c acid 4-[(2-amino-acetylamlno)-methyl]-2,6-diisopropyl-phenyl ester; 
[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamic acid 4-(benzylamino-nriethyt)-2,6-diisopropyl-phenyl ester mono hy- 
drochloride; 

[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sutfamlc acid 4-cart)amoyl-2,6-diisopropyl-phenyI ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sutfamic acid 4-hydroxymethyl-2,6-diisopropyl-phenyl ester; 
[{2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamic acid 4-acetylamino-2,6-dlisopropyl-phenyl ester; 
[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamic acid 4-(2-hydroxyethylamino)-2,6-dilsopropyl-phenyt ester; 
[(2 ,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-[3-(2,6-diisopropytphenyl)-ureido]-2,6-dilsopropyl-phenyl es- 
ter; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sutfamlc acid 2,6-diisopropyl-4-(3-phenyl-ureldo]-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sutfamic acid 2,6-diisopropyl-4-(thiophene-2-sulfonylamino)-phenyl ester; 
[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamic acid 4-(5- dimethylaminonaphtha!ene-1-sulfonylamlno)- 2,6-diisopro- 
pyl-phenyl ester; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-suffamic acid 2,6-d(isopropyl-4-methanesulfonylamlno-phenyl ester; 
6-(3,5-Dilsopropyl-4-{[(2,4,6-trlisopropyl-phenyl-acetyl]sulfamoyloxy}-phenyl)-hexanoic acid ethyl ester; and 
6-(3,5-Diisopropyl-4-{[(2,4,6-triisopropyl-phenyl-acetyl]sulfanfioyloxy}-phenyl)-hexanoicacid. 

[0036] Also preferred is a method of treating a disease or a disorder responsive to Inhibition of nuclear factor-KB 
transcription factors, comprising administering to a patient in need thereof a sulfonylaminocarbonyl derivative or a 
phamnaceutically acceptable salt thereof selected from: 

(9H-Xanthene-9-cari3onyl)-sulfamlc acid 2,6-diisopropyl-phenyl ester; 
((E)-2-Methyl-3-phenyl-acryloyt)-sulfamic acid 2,6-dilsopropyl-phenyl ester; and 
(2-Oxo-2H-chromene-3-carbonyl)-sulfamlc acid 2,6-dlisopropyl-phenyl ester 

[0037] The sulfonylamlnocartaonyl derivatives disclosed in United States Patent No. 5,254,715 and its divisional 
5,336,690, which are both hereby incorporated herein by reference, are also useful in the present invention. Thus, 
another embodiment of the present invention Is a method of treating a disease or a disorder responsive to Inhibition 
of nuclear factor-KB transcription factors, comprising administering to a patient In need thereof a sulfonylamlnocari^onyl 
derivative selected from: 

Carbamic acid, [(phenylamlno)sulfonyl]-, 2,6-bis(1-methylethyl)phenyl ester; 

Cariaamic acid, [(phenylamlno)sulfonyl]-, 2,6-bis(1,1-dlmethylethyl)-4-hydroxyphenyl ester; 

Carbamic acid, [(phenylamino)sulfonyll-, 2,6-bis(1,1-dimethylethyl)-phenyl ester; 

Carbamic acid, [(dldecylamino)sulfonyl]-, 2,6-bls(1 ,1-dlmethylethyi)-4-methylphenyl ester; 

Carbamic acid, [[bis(1-methylethyl)amino]sulfonyl]-, 2,6-bis(1 -methylethyl)phenyl ester; 

CartDamic acid, [(dipentylamlno)sutfonyl]-, 2,6-bls(1-methylethyl)phenyl ester; 

CartDamic acid, [I(djphenylmethyl)amino]sulfonyl]methyl-, 2,6-bis(1,1-dimethylethyl)phenyl ester; 

DL-Tryptophan, ]a/-methyl-N-[[[(tricyclo[3.3.1 .l3.7]ciec-2-yloxy)carbonyl]aminolsulfonyl]-, methyl ester; 

Carbamic acid, sulfonylbis-, bis[2,6-bis(1-methylethyl)phenyl] ester; 

CariDamic acid, [I[2-(phenylmethyl)phenyl]amino]sulfonyl]-, 2,6-bls(1,1-dlmethylethyl)phenyl ester; 
Methyl[[2,6-bis{1 -methylethyl)phenyl amino]sulfonyl]cart)amate; 
Dodecyl[[2,6-bis(1-methylethyl)phenyl] amino]sulfonyl]cartDamate; 

2,6-Bis( 1 ,1-dimethylethyl)-4-methoxyphenyl[[(2,2-diphenylethyl)amino]-sulfonyl] carbamate; 

2,6-Bis(1 ,1-dimethylethyl)-4-methoxy phenyl [[[2,6-bls(1-methylethyl)-phenyl]amino]sulfonyl] carbamate; 

2,6-Bis(1,1-dimethytethyl]phenyl-[[(diphenylmethyl)amino]-sulfonyl]cariDamate; 
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2,6-Bis(1 ,1-dimethylethyl)phenyl [[[2,6-bis(1-methylethyl)phenyl]amino]-sulfonyl] carbamate; 

2,6-Bis(1 ,1 -dimethylethyOphenyl [[(2,2-diphenylethyl)annino]sulfonyl]-carbamate; 

2,6-Bis{1 ,1 -dimethylethyl)phenyl [[bjs(phenylmethyl)amlno]sulfonyl]-carbamate; 

2,6-bis( 1 -methy]ethyl)phenyl[(diphenyl-amino)sulfonyl]carbamate; 

2,6-Bis( 1 -methylethyt)phenyl[(djbutyl-amino)sulfonyl]carbamate; 

2,6-Bls(1-methylethyl)phenyl[[bls(phenyl-methyl)amino]sulfonyl]-carbamate; 

2,6-Bis{1 -methylethyl)phenyl[( 1 H-benzimida2ol-2-ylamino)sulfonyl]-caitamate; 

2,6-Bis( 1-methylethyl)phenyl[[2,2-diphenylethyl)amino]sutfonyl]-carbamate; 

2,6-Bls(1 -methylethyl)phenyl[[[2.6-bls( 1 -methylethyl)phenyl]amino]-sutfonyl]carbamate; 

2,6-Bis(1 -methylethyl)phenyl[ [(diphenyl-methyl)amino] sulfonylj-carbamate; 

2,6-Bis( 1 ,1 -dlmethytethyl)-4-methyl-phenyl[[(diphenyImethyl)amino)-sulfonyl]cail)amate; 

2,6-Bis( 1,1-dimethylethyl)-4-methyl-phenyl[[[bis(2,6-bis( 1 -methylethyl)-phenyllamino] sulfonyl] carbamate; 

2,6-Bis( 1 ,1 -dimethylethyl)-4-methyl-phenyl[[(2,2-diphenylethyl)amino]-sulfonyl]-carbamate; 

2,6-Bis(1 ,1 -dimethylethyl)-4-methyI-phenyt [(dibutylamjno)sulfonyl]-carbamate; 

2,6-Bis(1 ,1 -djmethylethyl)-4-methyl-pheny( [{dipentylamino)sulfonyl]-carbamate; 

2,6-Bls{ 1,1-dimethylethyl)-4-methyl-phenyl [[bis{ 1 -methylethyl)amino]-sulfonyl]carbamate; 

2,6-Bis( 1 , 1 -dimethylethyl)-4-methyl-phenyl[(dihexylamjno)sulfonyl]-cart)amate; 

2,6-Bis( 1 .l-dimethylethyO^-methyl-phenyl [(hexylamino)sutfonyl]-carbamate; 

2,6-Bls(1 ,1 -dimethylethyl)-4-methyl-phenyl[[methyl(2-phenylethyl)-amino] sulfonyl]carbamate; 

2,6-Bis(1 J<limethylethyl)-4-methyl-phenyl[[[bis-3-(djmethylamino)-propyl]amino]-sulfonyl]carbamate; 

2,6-Bis(1,1 -dimethylethyl)-4-methyl-phenyl[(methyl octyl amjno)-sulfonyl]carbamate; 

2,6-Bjs(1 J-dimethylethyl)-4-methyl-[[bis[(tetrahydro-2-furanyl)methyl]-amino]sulfonyl]carbamate; 

2,6-Bjs(1,1-dimethyIethyl)-4-methyl-phenyl[(dioctylamino)sulfonyl]-carbamate; 

2,6-Bis(1 ,1 -dimethylethyl)-4-methyl-phenyl[[[methyl 2-(2-pyridlnyl)-ethyl]amino]suffonyl]carbamate; hydrochloride 
salt, 

2,6-Bis(1 ,1 -dimethylethyl)-4-methyl-phenyI[[[methyl 2-(2-pyridinyl)-ethyf]amlno]-sulfonyl]carbamate, sodium salt, 

2,6-Bis(1,1-dimethylethyl)-4-methyl-phenyl[(dodecy!amino)sulfonyl]-carbamate; 

2,6-Bis(1-methylethyl)phenyi[[bis(1-methylethyl)amino]sulfonyl]-carbamate; 

2,6-Bis(1 ■methylethyl)phenyl[[( 1 -methylethyl)phenylmethyl)amino]-sutfonyl]carbamate; 

2,6-Bis(1-methylethyl)phehyl[(hexyl-amino)sulfonyqcarbamate; 

2,6-Bis(1-methylethyl)phenyl[(dloctyl-amlno)sulfonyl]carbamate; 

2,6-Bis(1 -methylethyl)phenyl[[cyclo-hexyl( 1 -methylethyl)amlno]-sulfonyl]carbamate; 

2,6-Bis(1-methylethyl)phenyI[(methyl-octylamino)sulfonyl]carbamate; 

2,6-Bis(1'methylethyl)phenyl[(dihexyl-amino)sulfonyl]carbamate; 

Dodecyl[[(2,4,6-trlmethoxyphenyl)amino]-sulfonyl]carbamate; 

2,6-Bis(1 -methylethyl)phenyl ester(4-morpholinylsu(fonyl)carbamlc acid, 

2,6-Bis(1 -methylethyl)phenyl ester(1 -piperidlnylsulfonyl)carbamlc acid; 

2,6-Bis(1 -methylethyl)phenyl ester(1 -pyrrolidinylsulfonyl)carbamjc acid; 

2,6-Bis(1-methylethyl)phenyl estert(2,3-dihydro- 1H-lndol-1-yl)sulfonyl]-carbamic acid; 

2»6-Bis( 1-methylethyl)phenyl[(dibutytamino)sulfonyl]carbamate monosodium salt; and 

2,6-Bis( 1 ,1-dimethylethyl)phenyl[[(dipher^ylmethyl)amino]sulfonyt]-methyl carbamate. 

[0038] The sulfonylaminocarbonyl derivatives disclosed In United States Patent No. 5,214,206 and its divisional 
5,288,757, which are both hereby Incorporated herein by reference, are also useful in the present Invention. Thus, 
another embodiment of the present invention is a method of treating a disease or a disorder responsive to inhibition 
of nuclear factor-KB transcription factors, comprising administering to a patient in need thereof a sulfonylaminocarbonyl 
derivative selected from: 

Urea, N-[2,6-bis(1-methylethyl)phenyl]-N'-[(dipropylamino)sulfonyl]-; 

Urea. N-(2,2-dimethyl-4-phenyl-1 ,3-dloxan-5-yl)-N'-[[(tricyclo[3.3.1 .1 3'7]dec-1 -ylmethyl)amlno]sulfonyl]-. (4S- 
c/s)-; 

Urea, N-(2,2-dlmethyl-4-phenyl-1,3-dloxan-5-yl)-N*-[[(2,2-dimethyl-4-phenyl-1,3-dloxan-5-yl)amino]sulfonyl]-, 
stereoisomer; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[[bis{ 1-methylethyl)amino]-sulfonyl]urea; 
N-[2,6-bis( 1-methylethyl)phenyl]-N'-[[(diphenylmethyl)amino]-sulfonyl]urea; 
N-[2,6-bls(1'methylethyl)phenyl]-N'-[(diphenylamlno)sulfonyl]urea; 
N-[2,6-bls(1-methylethyl)phenyl]-N'-[(dibutylamino)sulfonyl]urea; 
N-[[[2,6-bls(lH7iethylethyl)phenyl] amlno]-sulfonyl]-N'-(dlphenylmethyl)-urea; 
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N-[2,6-bis(1-methylethyl)phenyl]-N'-[[[2,6-bls(1-methylethyl)phenyl]-amino]sulfonyl]urea; 

N-(2,6-bis(1-methylethyl)phenyl]-N'-[[(2,2-diphenylethyI)amino]-sulfonyl]urea; 

N-(2,6-bis(1-methylethyl)phenyl]-N'-[(9H-tluoren-9-ylamino)sulfonyl]-urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N4[bis(phenylmethyl)arriino]sulfonyl]-urea; 

N-[2,6-bis( 1-methylethyl)phenyl]-N'-[[(1-methyIethyl)(phenylmethyl)-amlno] sulfonyl] urea; 

N-[2,6-bis(1-methylethyl)phenyl)-N'-[(clioctylamlno)sultonyl]urea; 

N-[2,6-bis( 1 •nnethylethyl)phenyl]-N4(4-phenyl- 1 -piperidinyl)-sulfonyl]urea; 

N-[2.6-bis(1-methylethyl)phenyl]-N'-[(dihexylamino)sulfonyl]urea; 

N-[[bls[3-(dimethylamino)propyl]amino]-sulfonyl]-N42,6-bls(1-rTiethylethyl)phenyl] urea; 

N-[2.6-bls( 1 -nnethylethyl)phenyl]-N4(hexylamjno)sulfonyl]urea; 

N-[2,6-bls( 1-methylethyl)phenyl]-N'-[[bls-[(tetrahydro-2-furanyl)rnethyl]amino]sulfonyl]-urea; 

N-[2,6-bis(1-methylethyl)phenyl)-N4(dlethylamino)sulfonyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N4(methyloctyl amlno)sulfonyl]urea; 

N-[2,6-bis( 1 -methylethyl)phenyl]-N'-[[cyclohexyl( 1 -methylethyl)amino]-sutfonyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[(dipentylamlno)sulfonyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[[bls(2-methylpropyl)amino]-sulfonyl]urea; 

N-[2,6-bis( 1-methylethyl)phenyl]-N'-[[ethyl(2-propenyl)amjno]-sulfonyl]urea; 

N-[[bis(3-methylbutyl)amlno] sulf onyl]-N'-[2,6-bls( 1 -methylethyl)-phenyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl)-N'-[(dldecylamino)sulfonyl]urea; 

N-[2,6-bis( 1-methylethyl)phenyl]-N'-[(didodecylamlno)sulfamoyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[(diisopropylamino)sulfonyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[(dicyc!ohexylamlno)sulfonyl]urea; 

N-[2,6-bls( 1-methylethyl)phenyl]-N4(nnethyloctadecylamlno)-sutfonyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[(di-2-propenylamino)sulfonyl]urea; 

N-[2,6-bls( 1 -methylethyl)phenyl]-N'-[[( 1 ;1 -djmethylethyl)(1 -methylethyl)amlno]sulfonyl]-urea; 

N-[2,6-bis(1 -methylethyl)phenyl]-N'-[[bls(1-methylpropyl)amino]-sultonyl]urea; 

N-[2,6-bls( 1-methylethyl)phenyl]-N'-[{methyltetradecylarTiino)-sulfonyl]urea; 

N-[2,6-bis(1 -methylethyl)phenyl]-N'-(1 -pyrrolidinylsulfonyl) urea; 

N-[2,B-bis(1 -methylethyl)phenyl]-N'-(1 -piperidlnylsulfonyl) urea; 

N'-[[[2,6-bis(1-methylethyl)phenyl]amlno]sulfony!]-N;N-bls(phenylmethyl) urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[(dibutylamino)sulfonyl]urea; monosodlum salt; and 

N'-[2,6-bis(1-methylethyl)phenyl]-N-methyl-[(dibutylamjno)sulfonyl]urea, 

[0039] The sulfonylaminocarbonyl derivatives disclosed in United States patent no. 5,198,466 and its divisional 
5,364,882, which are both hereby Incorporated herein by reference, are also useful In the present invention. Thus, 
another embodiment of the present invention is a method of treating a disease or a disorder responsive to inhibition 
of nuclear factor-KB transcription factors, comprising administering to a patient In need thereof a sulfonylaminocarbonyl 
derivative selected from: 

Sulfamic acid, [[[2,4,6-tris(1-methylethyl)phenyl]amino]-carbonyl]-, 2,6-bis(1 -methylethyl)phenyl ester; 
Sulfamic acid, [[[[1-[4-(dimethylamlno)phenyllcyclopentyllmethyl]-amlno]carbonyl]-, 2,6-bls(1-methylethyl)phenyl 
ester; 

(2,3-Dihydro-indole- 1 -carbonyl)-sulfamic acid 2,6-diisopropyl-phenyl ester; 
Sulfamic acid, [[(triphenylmethyl)amino]carbonyl]-. 2,6-bis(1 -methylethyl)phenyl ester; 
Octadecyt [[[2,6-bls(1 -methylethyl)phenyl]-amino]carbonyt]sulfamate; 
Dodecyl-N-|I[2,6-bis(1-methylethyl)phenyl]-amino]carbonyl]sulfamate; 
Decyl [[[2,6-bis(1 -methylethyl)phenyl]amlno]carbonyl]sutfamate; 
(±) 1-Methylheptyl [[[2,6-bis(1-methylethyl)phenyl]amino]carbonyl]-sulfamate; 
2,6-Bis(1 -methylethyl)phenyl [[[2,6-bis(1 -methylethyl)phenyl]amino]-carbonyllsulfamate; 
(±) 1-Methytundecyt [[[2,6-bis(1-methylethyl)phenyl]amlno]carbonyl]-sulfamate; and 
Dodecyl [[[2,6-bis(1-methylethyl)phenyl]amlno]carbonyl]sutfamate, sodium salt. 

[0040] The sulfonylaminocarbonyl derivatives disclosed in United States Patent No. 5,245,068 and its divisional 
5.384,328, which are both hereby incorporated herein by reference, are also useful in the present invention. Thus, 
another embodiment of the present invention is a method of treating a disease or a disorder responsive to inhibition 
of nuclear factor-KB transcription factors, comprising administering to a patient in need thereof a sulfonylaminocarbonyl 
derivative selected from; 
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Carbamic acid, [(dodecyloxy)sulfonyl]-, dodecyl ester; 

Carbamic acid, [(dodecyloxy)sulfonyl]-, [1,1':3',1"-terphenyl]-2'-yl ester; 

Carbamothlolc ac\6, [(dodecyloxy)sulfonyl]-, S-[2,6-bis(1-methylethyl)-phenyl] ester; 

Carbamic acid, (phenoxysulfonyi)-, 2,6-bis(1-methylethyl)phenyl ester; 

Carbamic acid, [(2,6-dimethylphenoxy)sutfonyl)-, 2,6-bls(1-methylethyl)-phenyl ester; 

Carbamic acid. [[2.6-bis(1,1-dlmethylethyl)phenoxy]sulfonyl]-. 2,6-bis(1.1-dimethyletliyl)phenyl ester; 

Carbamic acid. [[2.6-bis(1,1-dimethylethyi)phenoxy]sulfonyl]-, 2,6-bis(1 -methylethyl)phenyl ester; 

Carbamic acid, [(2,6-difluorophenoxy)sulfonyl]-, 2,6-bis{1-methylethyl)-phenyl ester; 

Carbamic acid, [(hexadecyloxy)sutfonyl]-, 2,6-bis(1 ■methyiethyl)phenyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 2,6-dimethoxyphenyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-. 1 -methylheptyl ester; 

Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, 2,6-bis(1-methylethyl)-4-nitrophenyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-. 1 ,2-ethanediyl ester; 

Carbamic acid, [I2,6-bis(1-methylethyl)phenoxy]sulfonyl]', 1 ,2,3-propanetriyl ester; 

Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfor)yl]-, 4-bromo-2,6-bls(1-methylethyl)phenyl ester; 

Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, [1,V:3',r-terphenyl]-2'-yl ester; 

Carbamic acid, p,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 2,6-bls( 1,1dimethylethyl)-4-methoxyphenyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 4-fluoro-2,3,5.6-tetrakls(1-methylethyl)phenyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 4-chloro-2,6-bis(1-methylethyl)phenyl ester; 

Stigmasta-5,22-dien-3-ol, [[2,6-bis(1 -methylethyl)phenoxy]sulfony!]-carbamate, (3a)-; 

Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, 2,6-bls(1,1-dlmethylethyl)-4-methylphenyl ester; 

Stigmastan-3-ol, [[2,6-bis(1 -methylethyl)phenoxylsulfonyl]carbamate, (3a)-; 

Carbamic acid, [I2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 4-methoxy-2,6-bls( 1-methylethyl)phenyl ester; 
Carbamic acid, [[2,6-bis(1-methyiethyl)phenoxy]sulfonyl]-, 2,4,6-tris(1-methylethyl)ptienyl ester; 
Carbamic acid, [[2,4,6-tris(1-methylethyl)phenoxy]sulfonyl]-, 2,6-bis{1-methytethyl)phenyl ester; 
Carbamic acid, [[2,4,6-tris(1-methylethyl)phenoxy]sulfonyl]-, 2,4,6-tns(1-methylethyl)phenyl ester; 
Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]suifonyl]-, 2,4,6-tris(1,1-dimethylethyl)phenyl ester; 
Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 4-[[3,5-bis( 1,1-dimethylethyl)-4-hydroxyphenyl]dithlo^ 
2,6-bis(1 , 1 -dimethylethyl)phenyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 2,4-bis(1 -methylethyi)phenyl ester; 

Carbamic acid, [[2,6-bis(1 -methylethyl)phenoxy]sulfonyl]-, 4-[(dlmethylamino)methyl]-2,6-bls(1 -methylethyl)phe- 

nyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, tricyclo[3.3.1 .l3'7]dec-2-yl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxylsuifonyl]-, 4-hydroxy-2,6-bis(1-methylethyl)phenyl ester; 

Carbamic acid, [[2,6-bis(1-metliylethyl)phenoxy]sulfonyl]-, cyclohexyl ester; 

Carbamic acid, [[2,6-bis(1 -metliylethyl)phenoxy]sulfony!]-, 3,3',5,5'-tetrakis(1 -metlnylethyl)[1 ,1 '-biphenyl]-4,4'-diyl 
ester; 

Carbamic acid, p-hydroxy-2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 2,6-bis(1-methyIethyI)plienyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, tricycIo[3.3.1 .l3'7]dec-1-yl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 2-(1,1-dlmethylethyl)-6-methylphenyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)plienoxy]sulfonyl]-, 5-methyl-2-(1-methylethyl)cyclohexyi ester; 

Carbamothioic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, S[2,6-bis(1-methylethyi)phenyl] ester; 

Carbamic acid, p,6-bis(1-methylethyl)phenoxy]sulfonyl]-. (2,6-diethylphenyl)methyl ester; 

Carbamic acid, [[2,6-bis(1 -methylethyl)phenoxy]sulfonyl]-, (2S,6S)-2,6-bis(1 -methylethyl)cyclohexyl ester; 

Carbamic acid, p,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 4-(1,1-dimethylethyl)-2,6-(1-methyIethyl)phenyi ester; 

Carbamic acid, [[2,6-bis(1-methylethyi)plienoxy]sulfonyl]-, 4-fluorophenyl ester; 

Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, 2,4-dlfluorophenyi ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, pentafluorophenyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 2,6-ditluorophenyl ester; 

Carbamic acid, [[2,6-bis(1'methylethyl)phenoxy]sulfonyl]-, (2fl,6S)-2,6-bis(1-methylethyl)cyclohexyl ester; 

Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, 2,3,5,6-tetramethyiphenyl ester; 

Carbamic acid, [[2,6-bis(1-methy(ethyl)phenoxy]sulfonyl]-, 3-pyridinyl ester; 

Carbamic acid, [[2,6-bis(1-metliylethyl)phenoxy]sulfonyl]-, 2,6-dimethylphenyl ester; 

Carbamic acid, [[2,6-bis(1-metliylethyljphenoxy]sulfonyl]-, 4-acetyl-2,6-bis(1-methylethyl)phenyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 4-fiuoro-2,6-bis(1-methylethyl)phenyl ester; 

2,6-Bis(1-methyiethyl)phenyl[[2,6-bis(1-methyiethyl)phenoxy]-suifonyl]-carbamate; 

2,6-Bis(1 ,1 -dimethylethyl)-4-methylphenyl (phenoxysulfonyi)carbamate; 

2,6-Bis(1,1-dlmethylethyl)-4*methylphenyl[(hexyloxy)sulfonyl]carbamate; 



15 



EP1236 468A1 



2,6-Bis{1 J-dimethylethyl)-4-methylphenyl[(dodecyloxy-sulfonyl]-carbamate; 

Dodecyl [[2,6-bls(1 -methylethyl)phenoxy]-sutfonyl]carbamate; 

Methyl[[2,6-bls(1-methylethyl)phenoxy]-suffonyl]carbamate; 

2,6-Bls( 1 -methylethyl)phenyl[(hexyloxy)-sulfonyl]carbamate; 

2,6-Bis(1 -methylethyl)phenyl](dodecyloxy)-sulfonyl]carbamate; and 

2,6-Bis(1 ,1 -dimethylethyl)phenyl[[2,6-bis(1 -methylethyl)phenoxy]-8ulfonyllcarbamate. 

[0041] The sulfonylaminocarbonyl derivatives disclosed in United States Patent No. 5,254,589 and its continuation 
5,981 ,595, which are both hereby incorporated herein by reference, are also useful In the present Invention. Thus, 
another embodiment of the present invention is a method of treating a disease or a disorder responsive to inhibition 
of n uclear facto r-KB transcription factors, comprising administering to a patient in need thereof a sulfonylaminocarbonyl 
derivative selected from: 



N-[2,6-bis{1-methylethyl)phenyll-N'-(6-ethoxy-2-benzothiazolyl)-sulfonyl]-urea; 

N-[2,6-bis(1-methylethyl)pheny!]-N'-(2-octadecylsulfonyl)urea; 

N-[2,4,6-tnemthoxyphenyl]-N'-(2-octadecylsulfonyl)urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N*-(tetradecylsulfonyl)urea; 

N-[2,6-bis(1-methyIethyl)phenyl]-N'-methyl-N'-(tetradecylsulfonyl)urea; 

N-[2,6>bis(1-methylethyl)phenyl]-N'-(dodecylsuifonyl)urea; 

N-[2,6-bls(1-methylethyl)phenyl]-N'-(hexadecylsulfonyl)urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-methyl-N'-(dodecylsulfonyl)urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N*-(tridecyIsulfonyl)urea; 

N-[2,4,6-trimethoxyphenyl]-N'-(hexadecylsu!fonyl)urea; 

N-[2,6-bis(1-methylethyl)phenyi]-N'-(2-methyl-2-pentadecylsulfonyl)urea; 

N-2,6-bis(1-methylethyl)phenyl-N'-(dodecylsulfonyl)urea; 

N-[2,6-bls(1 -methytethyl)phenyl]-N'-( 1 -phenyl-1 -tetradecylsulfonyl)urea; 

N-[2,6-bis(1 -methylethyl)phenyl]-N'-(1 -phenyl-1 -nonylsulfonyl)urea; and 

N-[2,6-bis(1-methylethyl)phenyl]-N'-(2-decylsulfonyl)urea. 



[0042] The following sulfonylaminocarbonyl derivatives are excluded from use in the methods of the present inven- 
tion: 



Urea, N-[2,6-bis(1-methylethyl)phenyl]-N'-[{dimethylamino)sulfonyl]-; 

Sulfamic acid, [[[2,6-bis(1'methylethyl)phenyl]amino]carbonyl]-, hexyl ester; 

Urea, N-[2,6'bls(1-methylethyl)phenyl]-N''[[methyl(2-phenylethyl)-amino]sulfony]]-; 

Carbamic acid, [(4-methyl-1-piperazinyl)sulfonyl]-, 2,6-bis(1-methylethyl)phenyl ester, monohydrochloride; 

Urea, N-[2,6-bis(1 -methylethyl)phenyl]-N'-[(butylmethylamino)sulfonyl]-; 

Urea, N-[2,6-bls(1 -methylethyl)phenyl]-N'-[[(1 -methylethyl)amino]-sulfonyl]-; 

Urea, N-[2,6-bis(1-methylethyl)phenyl]-N'-[{butylethylamino)suffonyl]-; 

Carbamic acid, [[[2,6-bis(1-methylethyl)phenyl]amino]sulfonyl)-, [1,1':3',1"-terphenyl]-2'-yl ester; 

Carbamic acid, [(2,6-dlmethoxyphenoxy)sulfonyl]-, 2,6-bis(1-methylethyl)phenyl ester; 

Carbamic acid, [(2,4-difluorophenoxy)sulfonyl]-, 2,6-bis(1-methylethyl)-phenyl ester; 

Carbamic acid, [(2,4,6-trimethoxyphenoxy)suifonyl]-, 2,6-bis(1-methylethyl)phenyl ester; 

Carbamic acid, [(2,6-dimethoxyphenoxy)sulfonyl]-, 2,6-dimethoxyphenyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyf)phenoxy]sulfonyl]methyl-, 2,6-bis{1-methyiethyl)phenyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, ethyl ester, sodium salt; 

[3-(2,4,6-Triisopropyl-phenyl)-propionyl)-sulfamic acid 2,6-diisopropyl-phenyl ester; 

[Fluoro-(2,4,6-triisopropyl-phenyl)-acetyl]-su!famic acid 2,6-dlisopropyl-phenyl ester; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamjc acid [1,1';3',1"]terphenyl-2'-yl ester; 

Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, 4-chlorophenyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, (3-pyridinyl)methyt ester; 

[(2.4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-chloro-2,6-dilsopropyl-phenyl ester; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sutfamic acid 2,6-diisopropyl-4-(3-phenyl-thioureido)-phenyl ester; 

[(2,4,6-Trllsopropyl-phenyl)-acetyl]-sutfamic acid 4-fonnyi-2,6-diisopropyi-phenyl ester; 

[2-(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-((R)-2-amlno-4-methyl-pentanoylamino)-2,6-dilsopropyl- 

phenyl ester; compound with trifluoro-acetic acid; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-[bis-(2-hydroxyethyl)-amino]-2,6-dilsopropyl-phenyl ester; 
[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamic acid 2,6-dlisopropyl-4-sulfamoyl-phenyl ester; 
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Benzeneacetamide, N-[[[2,6-bis(1 -methylethyl)phenyl]amlno]sulfonyl]-2,4,6-tris( 1 -methylethyl)-; 
[2-(2,4,6-Trlisopropyl-phenyl)-acetyl]-sulfannic acid 2,6-diisopropyl-4-(4-methyl-plperazin-1 -ylmethyl)-phenyl es- 
ter; compound with generic Inorganic neutral connponent; 

[2-(2,4.6-Triisopropyl-phenyl)-acetyl]-sulfanriic acid 4-anriinomethyl-2,6-dlisopropyl'phenyi ester; connpound with 
5 generic inorganic neutral component; 

[2-(2,4,6-Triisopropyl-phenyl)-acetyl]-su!famicacid4-((S)-2-amino-3-phenyl-proplonylamino)-2,6-dlisopropyl^ 
nyl ester; compound with trifluoro-acetic acid; 

[2-(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-((S)-2-amlno-3-methyl-pentanoylamlno)-2,6-dilsopropyl- 

phenyt ester; compound with trifluoro-acetic acid; 
10 (2,3-Dlphenyl-acryloyl)-sulfamic add 3,4-dichloro-phenyl ester; 

(4-Phenyl-but-3-enoyl)-sulfamic acid 2,6-diisopropyl-phenyl ester; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-phenylmethyl-N'-(tetradecylsulfonyl)urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-(octylsutfonyl)urea; 

N-(2,4-difluorophenyl)-N'-(tetradecytsulfonyl)urea; 
15 N-[2,6-bis( 1 -methylethyl)phenyl]-N'-(decylsutfonyl)urea; 

N-[2,6-bis(1-methylethyI)phenyl]-N'-(2-pentadecylsulfonyl)urea; 

N-[2,6-bis(1-methylethyl)phenyl)-N4[6-(2,3-dihydro-1 ,3-dioxo-1H-isolndol-2-yl)hexyl]sulfonyl]urea; 
N-[[[2,6-bis(1 -methylethyl)phenyl]amino-carbonyll-1 4-heptacosanesulfonamide; and 
N-[2,4,6-trimethoxyphenyl]-N'-(tetradecylsultonyl)urea. 

20 

[0043] Another embodiment of the invention Is a method of inhibiting NF-kB transcription factors In an animal, com- 
prising administering to the animal an NF-kB inhibiting amount of a sulfonylaminocarbonyl derivative, or a pharmaceu- 
tically acceptable salt thereof. 

[0044] Another invention embodiment is use of a sulfonylaminocarbonyl derivative, or a pharmaceutical ly acceptable 
25 salt thereof, in the manufacture of a medicament for the treatment of a disease or a disorder responsive to Inhibition 
of nuclear factor-KB transcription factors. 

[0045] Another Invention embodiment is a phamiaceutical composition, comprising a nuclear factor-xB transcription 
factor inhibiting amount of a sulfonylaminocarbonyl derivative, or a phamiaceutical ly acceptable salt thereof. 
[0046] Another embodiment of the present invention is a method of treating a disease or a disorder responsive to 
30 Inhibition of nuclear factor-KB transcription factors, comprising administering to a patient In need thereof a sulfonylami- 
nocarbonyl derivative, or a pharmaceutlcally acceptable salt thereof, 

wherein the disease or disorder being treated is rheumatoid arthritis, osteoarthritis, an autoimmune disease, psoriasis, 
asthma, a cardiovascular disease, an acute coronary syndrome, congestive heart failure, Alzheimer's disease, multiple 
sclerosis, cancer, type II diabetes, metabolic syndrome X, or inflammatory bowel disease. 

35 [0047] Preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor-KB tran- 
scription factors, comprising administering to a patient In need thereof a sulfonylaminocarbonyl derivative, or a phar- 
maceutlcally acceptable salt thereof, wherein the disease or disorder being treated is rheumatoid arthritis, osteoarthritis, 
systemic lupus erythematosus, Grave's disease, myasthenia gravis, Insulin resistance, autoimmune hemolytic anemia, 
sclerodemia with anti-collagen antibodies (Abs), pernicious anemia, diabetes mellitus, psoriasis, asthma, atheroscle- 

40 rosis, myocardial infarction, unstable angina, congestive heart failure, Alzheimer's disease, multiple sclerosis, cancer, 
type II diabetes, metabolic syndrome X, or inflammatory bowel disease. 

[0048] More preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor-KB 
transcription factors, comprising administering to a patient in need thereof a sulfonylaminocartsonyl derivative, or a 
phannaceutically acceptable salt thereof, wherein the disease or disorder being treated Is rheumatoid arthritis. 

45 [0049] Also more preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor- 
KB transcription factors, comprising administering to a patient in need thereof a sulfonylaminocarbonyl derivative, or 
a phannaceutically acceptable salt thereof, wherein the disease or disorder being treated Is osteoarthritis. 
[0050] Also more preferred is a method of treating a disease or a disorder responsive to Inhibition of nuclear factor- 
KB transcription factors, comprising administering to a patient In need thereof a sulfonylaminocarbonyl derivative, or 

50 a phannaceutically acceptable salt thereof, wherein the disease or disorder being treated is Insulin resistance. 

[0051] Also more preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor- 
KB transcription factors, comprising administering to a patient in need thereof a sulfonylaminocarbonyl derivative, or 
a phannaceutically acceptable salt thereof, wherein the disease or disorder being treated is asthma. 
[0052] Also more preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor- 

55 kB transcription factors, comprising administering to a patient In need thereof a sulfonylaminocarbonyl derivative, or 
a phannaceutically acceptable salt thereof, wherein the disease or disorder being treated is atherosclerosis. 
[0053] Also more preferred Is a method of treating a disease or a disorder responsive to Inhibition of nuclear factor- 
KB transcription factors, comprising administering to a patient In need thereof a sulfonylaminocarbonyl derivative, or 
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a phamnaceuttcally acceptabie salt thereof, wherein the disease or disorder being treated is nnyocardial infarction. 
[0054] Also more preferred is a nnethod of treating a disease or a disorder responsive to inhibition of nuclear factor- 
kB transcription factors, comprising administering to a patient in need thereof a sulfonylamlnocarbonyl derivative, or 
a phannaceutically acceptable salt thereof, wherein the disease or disorder being treated is unstable angina. 

5 [0055] Also more preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor- 
kB transcription factors, comprising administering to a patient in need thereof a sulfonylamlnocarbonyl derivative, or 
a phamriaceuticalty acceptable salt thereof, wherein the disease or disorder being treated is congestive heart failure. 
[0056] Also more preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor- 
kB transcription factors, comprising administering to a patient in need thereof a sulfonylamlnocarit)onyl derivative, or 

10 a pharmaceutlcaily acceptable salt thereof, wherein the disease or disorder being treated is Alzheimer's disease. 
[0057] Also more preferred Is a method of treating a disease or a disorder responsive to inhibition of nuclear factor- 
kB transcription factors, comprising administering to a patient in need thereof a sutfonylaminocariDonyl derivative, or 
a phannaceutically acceptable salt thereof, wherein the disease or disorder being treated is cancer. 
[0058] Also more preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor- 

is kB transcription factors, comprising administering to a patient in need thereof a su}fonyiamlnocarit>onyl derivative, or 
a pharmaceutlcaily acceptabie salt thereof, wherein the disease or disorder being treated is inflammatory bowet dis- 
ease. 

[0059] Also more preferred is a method of treating a disease or a disorder responsive to inhibition of nuclear factor- 
kB transcription factors, comprising administering to a patient in need thereof a sulfonylamlnocarbonyl derivative, or 
20 a phannaceutically acceptable salt thereof, wherein the disease or disorder being treated is multiple sclerosis. 

[0060] Also more preferred is the invention method of treating a disease or a disorder responsive to inhibition of 
nuclear factor-KB transcription factors, comprising administering to a patient in need thereof a sulfonylamlnocarbonyl 
derivative, or a phannaceutlcaiiy acceptable salt thereof, wherein the disease or disorder being treated Is type II dia- 
betes. 

25 [0061] Also more preferred is the invention method of treating a disease or a disorder responsive to Inhibition of 
nuciear factor-KB transcription factors, comprising administering to a patient in need thereof a sulfonylaminocarbonyl 
derivative, or a pharmaceutical iy acceptable salt thereof, wherein the disease or disorder being treated is metabolic 
syndrome X. 

[0062] Another embodiment of the present invention is a method for screening compounds in vitro for their ability to 
30 inhibit NF-kB mediated transcription of a gene, comprising analyzing an assay mixture containing stimulated NF-kB 

using fluorescence detection. 

[0063] Preferred is a method for screening compounds in vitro for their ability to Inhibit NF-kB mediated transcription 
of a gene, comprising analyzing an assay mixture containing stimulated NF-kB using fluorescence detection wherein 
the assay is a cell-based assay. 

35 [0064] Also preferred is a method for screening compounds in vitro for their ability to inhibit NF-kB mediated tran- 
scription of a gene, comprising analyzing an assay mixture containing stimulated NF-kB using fluorescence detection, 
wherein the assay Is a cell-based assay and is perfomned In high throughput screening mode. 
[0065] More preferred is a method for screening compounds in vitro for their ability to inhibit NF-kB mediated tran- 
scription of a gene, comprising analyzing an assay mixture containing stimulated NF-kB using fluorescence detection, 

40 the assay comprising: 

Step a) Stably transfecting into cells an NF-kB binding site and a piasmid vector containing cDNA for an enzyme 
capable of cleaving a nonfluorescent substrate to produce a fluorescent cleavage product, an enzyme capable of 
cleaving a fluorescent substrate to produce a nonfluorescent cleavage product, or an enzyme capable of cleaving 
45 a fluorescent substrate to produce a fluorescent cleavage product; 
Step b) Plating the cells of Step a) in media; 
Step c) Incubating the mixture of plated cells of Step b); 

Step d) Stimulating the ceils of Step c) with a cytokine or a mixture of a cytokine and a compound being tested for 
NF-kB inhibition; 

50 Step e) Adding a fluorescent disclosing reagent to the stimulated cells of Step d); and 

Step f) Analyzing the mixture of Step e) by fluorescence detection. 

[0066] Still more preferred is a method for screening compounds in vitro for their ability to inhibit NF-kB mediated 
transcription of a gene, comprising analyzing an assay mixture containing stimulated NF-kB using fluorescence de- 
55 tection , the assay comprising: 

Step a) Stabiy transfecting Into cells an NF-kB binding site and a piasmid vector containing cDNA for an enzyme 
capable of cleaving a nonfluorescent substrate to produce a fluorescent cleavage product, an enzyme capable of 
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cleaving a fluorescent substrate to produce a nonfiuorescent cleavage product, or an enzyme capable of cleaving 
a fluorescent substrate to produce a fluorescent cleavage product; 
Step b) Plating the cells of Step a) in media; 
Step c) Incubating the mixture of plated cells of Step b); 
5 Step d) Stimulating the celts of Step c) with a cytokine or a mixture of a cytokine and a compound being tested for 

NF-kB Inhibition; 

Step e) Adding a fluorescent disclosing reagent to the stimulated cells of Step d); and 
Step f) Analyzing the mixture of Step e) by fluorescence detection, 

10 wherein: 

the cells undergoing transfection in Step a) are ECV-304 cells; 
the cDNA being transfected In Step a) codes for p-lactamase; 
the NF-kB binding site being transfected in Step a) is an HIV NF-kB binding site; 
'5 the cytokine employed In Step c) is TNF-a or IL-1 P; or 

the fluorescent disclosing reagent employed in Step e) is a CCF2 dye. 

DETAILED DESCRIPTION OF THE INVENTION 

20 [0067] As discussed above, the present Invention provides a method of treating a disease or a disorder responsive 
to inhibition of nuclear factor-KB transciption factors comprising administering to patients in need thereof a sulfonylami- 
nocarbonyl derivative, or a pharmaceutically acceptable salt thereof. 

[0068] While as mentioned above, some of the sulfonylaminocarbonyl derivatives useful in the methods of the present 
Invention are also inhibitors of the enzyme ACAT, and accordingly have demonstrated serum and plasma cholesterol 
25 and Lp(a) regulating activities In vivo, no connection exists between these activities and the ability of the sulfonylami- 
nocarbonyl derivatives to inhibit NF-kB mediated transcription and thereby treat diseases and disorders responsive to 
inhibition of NF-kB. 

[0069] In Formula I above, illustrative examples of straight or branched saturated hydrocarbon chains having from 
1 to 20 cartoon atoms include methyl, ethyl, n-propyl, isopropyl, n-butyl, iso-butyl, tert-butyl, n-pentyl, isopentyl, n-hexyl, 

30 n-heptyl, n-octyl, n-undecyl, n-dodecyl, n-hexadecyl, 2,2-dimethyldodecyl, 2-tetradecyl, and n-octadecyl groups. 

[0070] I llustrative examples of straight or branched hydrocarbon chains having from 1 to 20 carison atoms and having 
from 1 to 3 double bonds include ethenyl, 2-propenyl, 2-butenyl, 3-pentenyl, 2-octenyl, 5-nonenyl, 4-undecenyl, 5-hep- 
tadecenyl, 3-octadecenyl, 9-octadecenyl, 2,2-dimethyl-11-eicosenyl, 9,12-octadecadienyl, and hexadecenyl. 
[0071] Straight or branched alkoxy groups having from 1 to 6 carbon atoms Include, for example, methoxy, ethoxy, 

35 n-propoxy, t-butoxy, and pentyloxy. 

[0072] Illustrative examples of straight or branched alkyi groups having from 1 to 6 carbon atoms as used in Fomnuta 
I include methyl, ethyl, n-propyl, isopropyl, n-pentyl, n-butyl, and tert-butyl. 

[0073] Illustrative examples of cycloalkyi groups, as used In Formula I, include cyclopentyl, cyclohexyi, cyclooctyi, 
tetrahydronaphthyl, and 1- or 2-adamantyl, 
40 [0074] Spirocycloalkyi groups are, for example, spirocyclopropyl, spirocyclobutyl, spirocyclopentyi, and spirocy- 

clohexyl. ^ 

[0075] Illustrative examples of arylalkyi groups are; benzyl, phenethyl, 3-phenylpropyl,2-phenylpropyl, 4-phenylbutyl, 
2-phenylbutyl, 3-phenylbutyl, benzhydryl, 2,2-diphenylethyl, and 3,3-diphenyIpropyl. 

[0076] In Formula II above, Illustrative examples of straight or branched carbon chains having from 1 to 10 cari^on 
45 atoms Include methyl, ethyl, n-propyi, Isopropyl, n-butyl, isobutyl, tert-butyl. n-pentyl, isopentyl, n-hexyi, n-heptyl, and 
ii-octyl. 

[0077] Alkoxy means straight or branched groups having from 1 to 6 carbon atoms Include, for example, methoxy, 
ethoxy, n-propoxy, t-butoxy, and pentyloxy. 

[0078] The natural (essential) amino acids are: valine, leucine, isoleucine, threonine, methionine, phenylalanine, 
50 tryptophan, lysine, alanine, aginine, aspartic acid, cysteine, giutamk: acid, glycine, histidlne. proline, serine, tyrosine, 
asparagine, and glutamine. 

[0079] Preferred natural amino acids are: valine, leucine, isoleucine, threonine, lysine, alanine, glycine, serine, as- 
paragine, and glutamine. 

[0080] Phenyl, naphthyl, and heteroaromatic rings are unsubstituted or substituted by from 1 to 5 substituents se- 
55 lected from alkyi of from 1 to 6 carbons, alkoxy, halogen, nitro, cyano, carboxyiic acids and alkyi esters, amino, and 
hydroxy I. 

[0081] Heteroaromatic rings are, for example, 2-, 3-, or 4-pyridinyl; 2-, 4-, or 5-pyrimidinyl; 2- or 3-thienyl; isoqulno- 
lines. quinolines, pyn^oles, indoles, and thiazoles. 
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The phrase "sulfonylaminocarbonyl derivattve" means a compound with one of the following substructure 



Motif Letter Motif Substructure 
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[0083] United States Patent No. 5,254,715 and its divisional 5,336,690 describe sulfonylaminocarbonyl derivatives 
with substructure motif A. 

so [0084] United States Patent No. 5,214,206 and its divisional 5,288,757 describe sulfonylaminocarbonyl derivatives 
with substructure motif B. 

[0085] United States Patent No. 5,1 98,466 and its divisional 5,364,882 describe sulfonylaminocarbonyl derivatives 

with substructure motif C. 

[0086] United States Patent No. 5,245,068 and its divisional 5,384,328 describe sulfonylaminocarbonyl derivatives 
55 with substructure motif D. 

[0087] United States Patent No. 5,491.172 and its divisional 5,633,287, and United States Patent No. 6,093,744 
describe sulfonylaminocarbonyl derivatives with substructure motif E. 

[0088] United States Patent No. 5,254,589 and its continuation 5,981,595 describe sulfonylaminocarbonyl deriva- 
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lives with substructure motif F. 

[0089] The phrase "NF-kB inhibiting amount" means an amount of a sulfonylamlnocarbonyl derivative, or a pharma- 
ceuticaily acceptable salt thereof, sufficient to Inhibit a NF-kB transcription factor In a particular animal or animal pop> 
ulation. For example In a human or other mammal, an NF-kB inhibiting amount can be detemiined experimentally In 

5 a laboratory setting by measuring NF-k6 activity In vitro according to the methods described below. Alternatively, an 
NF-kB inhibiting amount can be determined in vivo in an animal being treated by measuring disease-modifying affects 
In the conventional way. In a clinical setting, an NF-kB inhibiting amount may be detemnined according to the guidelines 
of the United States Food and Drug Administration, or equivalent foreign agency, for the particular NF-icB transcription 
factor being inhibited and patient being treated. 

10 [0090] The phrase "autoimmune disease" means the diseases classified as "IHighly probable" or "Probable" in TABLE 
20-3. PUTATIVE AUTOIMMUNE DISORDERS of The Merck Manual of Diagnosis and Therapy, 16^^ edition, Robert 
Beri<ow ed., Merck Research Laboratories, Rahway, New Jersey, 1 992, page 340, which is hereby incorporated herein 
by reference. Diseases classified as highly probable include, to name a few, systemic lupus erythematosus. Grave's 
disease, myasthenia gravis, insulin resistance, and autoimmune hemolytic anemia. Diseases classified as probable 

15 include, to name a few, rheumatoid arthritis, scleroderma with anti-collagen antibodies (Abs), pernicious anemia, and 
some cases of diabetes mellitus. 

[0091] Examples of a cardiovascular disease include, but are not limited to, atherosclerosis and acute coronary 
syndrome. 

[0092] Examples of an acute coronary syndrome include, but are not limited to, myocardial infarction and unstable 
20 angina. 

[0093] The term "patient" means a mammal, Including a human, cat, dog, sheep, pig, horse, and cow. 

[0094] The temn "animal" means a mammal, including a human, cat, dog, sheep, cow, horse, pig, rat, mouse, guinea 

pig, rabbit, monkey, and transgenic variants thereof. 

[0095] The temi "comprising," which is synonymous with the tenns "Including," "containing," or "characterized by," 
25 is inclusive or open-ended and does not exclude additional, unrectted elements or method steps from the scope of the 

invention that follows. 

[0096] The phrase "consisting of" is closed-ended and excludes any element, step, or Ingredient not specified in the 
description of the invention that follows. 

[0097] The phrase "consisting essentially of" limits the scope of the invention that follows to the specified elements 
30 or steps and those further elements or steps that do not materially affect the basic and novel characteristics of the 
invention. 

[0098] Some of the compounds useful in the present invention may have chiral centers, in which case all stereoi- 
somers thereof, both individual stereoisomers and mixtures of enantiomers or diastereomers, are included within the 
scope of the sutfonyiamlnocartonyl derivatives useful in the present invention. 
35 [0099] Some of the compounds useful in the present invention are capable of further fomfiing nontoxic phanmaceu- 
ticaliy acceptable acid-addition and/or base salts. All of these loms are within the scope of the compounds useful in 
the present invention. 

[01 00] For example, phamnaceuticaily acceptable acid addition salts of the compounds useful in the present invention 
include nontoxic salts derived from inorganic acids such as hydrochloric, nitric, phosphoric, sulfuric, hydrobromic, hy- 

40 driodic, hydrofluoric, phosphorous, and the like, as well as the salts derived from organic acids, such as aliphatb mono- 
and dicarisoxylk; acids, phenyl-substituted alkanoic acids, hydroxy alkanolc acids, alkanedioic acids, aromatic acids, 
aliphatic and aromatic sulfonic acids, etc. Such salts thus include sulfate, pyrosulfate, blsulfate, sulfite, bisulfite, nitrate, 
phosphate, monohydrogenphosphate, dihyrogenphosphate, metaphosphate, pyrophosphate, chloride, bromide, io- 
dide, acetate, trifluoroacetate, propionate, caprylate, isobutyrate, oxalate, malonate. succinates suberate, sebacate, 

45 fumarate, maleate, mandelate. benzoate, chlorobenzoate, methylbenzoate, dinltrobenzoate, phthalate, benzenesul- 
fonate, toluenesulfonate, phenylacetate, citrate, lactate, maleate, tartrate, methanesulfonate, and the like. Also con- 
templated are salts of amino acids such as arglnate and the like and gluconate, galacturonate (see, for example, Berge 
S.M., et al., "Pharmaceutical Salts," Journal of Pharmaceutical Science, 1977;66:1-19). 

[01 01 ] Acid addition salts of the compounds useful in the present invention that contain a basic functional group are 
50 prepared by contacting the free base form of the sulfonyiam inocarbonyl derivative with a sufficient amount of the desired 
acid, which amount is usually 1 molar equivalent, to produce the salt in the conventional manner. 
[0102] Phamnaceuticaily acceptable base salts of the compounds useful In the present invention are formed with 
metal cations such as, for example, alkali and alkaline earth metal cations, or amines such as, for example, organic 
amines. Examples of metals used as cations are sodium, potassium, magnesium, calcium, and the like. Examples of 
55 suitable amines are N,N-dibenzylethylenediamine, chloroprocaine, choline, diethanolamine, dicyclohexylamine, eth- 
ylenediamine, N-methylglucamine, and procaine (see, for example, Berge, supra., 1977). 
[0103] Base salts of the compounds useful In the present invention that contain an acldk; functional group are pre- 
pared by contacting the free acid form of the sulfonylamlnocarbonyl derivative with a suffteient amount of the desired 
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base, which amount is usually 1 mofar equivalent, to produce the salt in the conventional manner. 

[0104] Certain of the compounds useful in the present Invention can exist in unsolvated forms as well as sotvated 

fonfns, including hydrated fomns. In general, the solvated forms, including hydrated forms, are equivalent to unsolvated 

forms and are encompassed within the scope of the compounds useful in the present invention. 

[01 05) Examples of sulfonylaminocarbonyl derivatives useful in the present invention are found below. The examples 

are for illustration purposes, and are not to be construed as limiting the scope of the invention in any respect. 

EXAMPLE 1 

[0106] Carbamic acid, [[(diphenylmethyl)amino]sulfonyl]-, 2,6-bis(1-methylethyl)phenyl ester 
EXAMPLE 2 

[0107] Carbamic acid, [[(diphenylmethyl)amino]sulfonyl)-, 2,6-bis(1 ,1-dimethylethyl)phenyl ester 
EXAMPLE 3 

[0108] Carbamic acid, [[(dlphenylmethyl)amlno]sulfonyl]-, 2,6-bis(1 ,1 •dimethylethyl)-4-methylphenyl ester 
EXAMPLE 4 

[0109] Carbamic acid, [[[2,6-bis(1 -methylethyl)phenyl]amino]sulfonyll-, 2,6-bls(1 -methylethyl)phenyl ester 
EXAMPLE 5 

[0110] Carbamic acid. [[[2,6-bis(1-methylethyl)phenyl]amino]sutfonyl]-, 2,6-bis(1 ,1-dimethytethyl)phenyt ester 
EXAMPLE 6 

[0111] Cartamic acid, [[[2,6-bis(1'methylethyl)phenyl]amlno]sulfonyl]-, 2,6-bis(1,1-dimethylethyl)-4-methylphenyi 
ester 

EXAMPLE 7 

[0112] Urea, N-[2,6-bls(1-methylethyl)phenyl]'N'-[[[2,6'bis(1-methylethyl)phenyl]-amino]sulfonyl]- 
EXAMPLE 8 

[01 13] Urea, N-[2,6-bis(1 -methylethyl)phenyll-N'-[[(dlphenylmethyl)amlno]-sulfonyl]- 
EXAMPLE 9 

[01 14] Urea, N-[2.6-bis(1 -methylethyl)phenyl]-N'-[[(2.2-diphenylethyl)amino]-sulfonyl]- 
EXAMPLE 10 

[0115] Carbamic acid, [[(2,2-dlphenylethyl)amlno]suifonyl]-, 2,6-bis(1 -methylethyl)'phenyl ester 
EXAMPLE 11 

[0116] Carbamic acid. [[(2,2'diphenylethyl)amlno]sulfonyl]-, 2,6-bis(1 ,1-dimethylethyl)-phenyl ester 
EXAMPLE 12 

[0117] Carbamic acid, [[(2,2-diphenylethyl)amino]sulfonyl]-, 2.6-bis(1 ,1-dimethylethyl)-4-methylphenyl ester 
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EXAMPLE 13 

[01 1 8] Caitamic acid, [(phenytamino)sulfonyl]-, 2,6-bis(1 -methylethyl)phenyl ester 
EXAMPLE 14 

[01 1 9] Carbamic acid, [(phenylamino)sulfonyl]-, 2,6-bis(1 ,1 -dlmethylethyl)-4-hydroxyphenyl ester 
EXAMPLE 16 

[0120] Caitamic acid, [(phenylamino)sulfonyl]-, 2,6'bis(1 .1 -dimethylethyl)-phenyl ester 
EXAMPLE 16 

[0121] Carbamic acid, [(1IH-benzimdazol-2-ylamino)sulfcnyl]-. 2,6-bls(1-methytethyi)-phenyl ester 
EXAMPLE 17 

[0122] N-[2,6-bls(1-methyletliyl)phenyi]-N'-[[bis(phenylmethyl)amino]-sulfonyl]-urea 
EXAMPLE 18 

[01 23] N-[[[2,6-bis(1 -methylethyl)piienyl]amino]sulfonyl]-N'-(diphenylmethyl)-urea 
EXAMPLE 19 

[0124] N-[2,6-bis(1-methylethyl)phenyl]-N'-[(9H-fluoren-9-ylamino)-sulfonyl]-urea 
EXAMPLE 20 

[0125] N-[2,6-bis(1 -methylethyl)phenyi-N'-[[bls( 1 -methylethyl)amlno]-sulfonyl]-urea 
EXAMPLE 21 

[0126] N-[2,6-bis(1-methylethyl)phenyl]-N'-[(dibutylamino]sulfonyl]-urea 
EXAMPLE 22 

[0127] N-[2,6-bis( 1-methylethyl)phenyl]-N'-[[(1-methylethyl)-(phenylmethyl)aminoJ-suifonyl]-urea 
EXAMPLE 23 

[0128] N-[2,6-bis(1-methylethyl)phenyl]-N'-[(dioctylamino)sulfonyi]-urea 
EXAMPLE 24 

[0129] Carbamic acid, [[bis(phenyimethyi)amino]sulfonyl]-, 2,6-bis(1 ,1-dimethyletiiyl)-plienyl ester 
EXAMPLE 25 

[01 30] Carbamic acid, [[bis(phenylmethyl)amino]sulfonyl]-, 2,6'bis(1 -methylethyl)-phenyl ester 
EXAMPLE 26 

[0131] Carbamic acid, [(dlphenyiamino)sulfonyl]-, 2,6-bis(1-methylethyl)phenyl ester 
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EXAMPLE 27 

[0132] Carbamic acid, [(dibutylamino)sulfonyl]-, 2,6-bis(1*methylethyi)phenyl ester 
EXAMPLE 28 

[0133] Carbamic acid, [[2,6-bis(1 -methylethyl)phenoxy]sulfonyl]-, 2,6-bis(1 -methylethyljphenyl ester 
EXAMPLE 29 

[0134] N4[[2,6-bis(1-methylethyl)phenyl]amino]sutfonyl]-N,N-bis(phenylmethyl)-urea 
EXAMPLE 30 

[0135] Carbamic acid, [(dibutylamlno)sutfonyl]-, 2,6-bis(1 ,1-dimethylethyl)-4-methylphenyl ester 
EXAMPLE 31 

[0136] Carbamic acid, [(dipentylamino)sulfonyl]-, 2,6-bis(1 ,1 -dlmethylethyl)-4-methylplienyl ester 
EXAMPLE 32 

[0137] Carbamic acid, [[bis(1 -methylethyl)amino]sulfonyl]-, 2,6-bis(1 ,1 -dimethylethyl)-4-methylphenyl ester 
EXAMPLE 33 

[0138] Carbamic acid, [(dihexylamino)sulfonyl]-, 2,6-bis(1 ,1-d!methylethyl)-4-methylphenyl ester 
EXAMPLE 34 

[0139] Carbamic acid, [(hexyiaminQ)sutfonyl]>, 2,6-bis(1 ,1 -dimethyletiiyi)-4-metliylplienyl ester 
EXAMPLE 35 

[0140] N-[2,6-bis( 1 -methylethyi)phenyi]-N'-[(4-phenyl- 1 -plperidinyl)-sulfonyl]-urea 
EXAMPLE 36 

[0141] N-[2,6-bis(1-methylethyi)phenyl]-N4(dihexylamino)suIfonyl]-urea 
EXAMPLE 37 

[0142] N*[[bis[3-(dimethylamino)propyi]amino]sulfonyi]-N'-[2,6-bis( 1 -methylethyl)phenyl] -urea 
EXAMPLE 38 

[0143] Carbamic acid, [[methyl(2-phenylethyl)amino]sulfonyl]-, 2,6-bis(1 ,1 -dimethylethyl)-4-methylphenyi ester 
EXAMPLE 39 

[0144] N-[2,6-bis(1-metiiylethyl)phenyi]-N*-[(hexyiamino)sulfonyl]-urea 
EXAMPLE 40 

[0145] Carbamic acid, [[bis[3-(dimethylamino)propyl]amino]sulfonyi]-. 2,6-bis(1 ,1 •dimethylethyt)'4-methytphenyl es- 
ter 
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EXAMPLE 41 

[01 46] N-[2,6-bis(1 •methylethyl)phenyl]-N'-[[bis[(tetrahydro-2-furanyl)methyl]amino]sulf onyl]-u rea, (=+/)• 
EXAMPLE 42 

[0147] Carbamic acid, [[methyl[2-(2-pyridinyl)ethyl]amino)sulfonyl]-, 2,6-bis(1,1-dimethylethyl)-4-methylphenyl es- 
ter, monohydrochloride 

EXAMPLE 43 

[0148] Carbamic acid, [(methyloctylannlno)sulfonyll-, 2,6-bls(1 ,1-dimethylethyl)-4-methylphenyl ester 
EXAMPLE 44 

[0149] Urea. N-{2.6-bis(1 -methylethyl)phenyl]-N4(diethylamino)su)fonyl]- 
EXAMPLE 45 

[0150] Urea. N-[2,6-bis(1 •methylethyl)phenyl]-N'-[(methyloctylamino)sulfonyl]- 
EXAMPLE 46 

[0151] Carbamic acid, [(dioctylamino)sulfonyl]-, 2,6-bis(1 ,1 -dimethylethyl)-4-methylphenyl ester 
EXAMPLE 47 

[0152] Carbamic acid, [[(2,2-dlphenylethyl)amino]sulfonyl]-, 2,6-bis(1,1-dimethylethyl)-4-methoxyphenyl ester 
EXAMPLE 48 

[0153] Carbamic acid, (phenoxysulfonyl)-, 2,6-bis(1 ,1-dimethylethyl)-4-methylphenyl ester 
EXAMPLE 49 

[0154] Carbamic acid, [(hexyloxy)sulfonyl]-, 2,6-bls(1 ,1-dlmethylethyl)-4-methylphenyl ester 
EXAMPLE 50 

[0155] Carbamic acid, [[[2,6-bis(1-methylethyl)phenyl]amino]sutfonyl]-, 2.6-bis(1 ,1-dlmethylethyl)-4-methoxyphenyl 
ester 

EXAMPLE 61 

[0156] Carbamic acid, [(dodecyloxy)sulfonyl]-, 2,6-bis(1 ,1-dlmethylethyl)-4-methylphenyl ester 
EXAMPLE 52 

[0157] Carbamic acid, [(didecylamino)suifony!]-, 2,6-bis(1 ,1 -dimethylethyl)-4-methylphenyl ester 
EXAMPLE 53 

[01 58] Carbamic acid, [[[2,6-bis(1 -methyIethyi)phenyqamlno]sulfonyl]-, dodecyl ester 
EXAMPLE 54 

[01 59] Carbamic acid, [[[2,6-bis(1 -methylethyl)phenyI]amlno]sulfonyl]-, methyl ester 
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EXAMPLE 55 

[0160] Carbamic acid, [[2.6-bis(1 -methylethyl)phenoxy]sulfonyl]-. dodecyl ester 
EXAMPLE 56 

[01 61 ] Carbamic acid, [[2,6-bis(1 -methylethyl)phenoxy]sulfonyl]-, methyl ester 
EXAMPLE 57 

[0162] Carbamic acid, [(hexyloxy)sulfonyl]-, 2,6-bis(1 -methylethyl)phenyl ester 
EXAMPLE 58 

[0163] Carbamic acid, (4'morpholinyisulfonyl)-, 2,6'bis(1 -methylethyl)phenyl ester 
EXAMPLE 59 

[0164] Carbamic acid, (1 -piperidlnylsulfonyi)-, 2,6-bis(1 -methylethyl)phenyl ester 
EXAMPLE 60 

[0165] Sulfamic acid, [[[2,6-bis(1 -methylethyl)phenylJamino]carbonyl]-, octadecyl ester 
EXAMPLE 61 

[0166] Carbamic acid, [(dodecyloxy)sulfonyi]-, dodecyl ester 
EXAMPLE 62 

[0167] Carbamic acid, [[bls(1 •methyiethyl)amino]sulfonyl]-, 2,6-bls(1 -methylethyl)-phenyt ester 
EXAMPLE 63 

[0168] Urea, N-[2,6-bls(1 -methylethyl)phenyl]-N4[cyclohexyl(1 -methylethyl)amlno]-sulfonyl]- 
EXAMPLE 64 

[0169] Urea, N-[2,6-bis(1 -methylethyl)phenyl]-N'-[{dipentylamino)sulfonyl)- 
EXAMPLE 65 

[0170] Carbamic acid, [[(1-methylethyl)phenyimethyl)amino]sulfonyl]-, 2.6-bis(1-methylethyl)phenyl ester 
EXAMPLE 66 

[0171] Carbamic acid, (1-pyrrolidlnylsulfonyl)-, 2,6-bis{1-methylethyl)phenyl ester 
EXAMPLE 67 

[0172] Carbamic acid, [(hexylamlno)sulfonyi]-, 2,6-bls(1 -methylethyt)phenyt ester 
EXAMPLE 66 

[0173] Urea, N-[2,6-bis( 1 -methylethyl)phenyl]-N'-[[bis(2-methylpropyl)amino]-surfonyl]- 
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EXAMPLE 69 

[0174] Sulfamic acid, [[[2.6-bis(1 -methylethyl)phenyl]amino]carbonyl]% dodecyl ester 
EXAMPLE 70 

[0175] Urea, N-[2.6-bis(1 -methyiethyi)phenyl]-N'-(1 -pyrrolidinylsulfonyl)- 
EXAMPLE 71 

[01 76] Urea, N-[2,6-bis(1 -methylethyl)phenyl]-N'-(1 -ptperidinylsutfonyl)- 
EXAMPLE 72 

[01 77] Carbamic acid, [(2,3-dihydro-1 IH-indoM -yijsuif onyl]-, 2,6-bls(1 'methylethyl)-phenyl ester 
EXAMPLE 73 

[0178] Urea, N-[2,6-bis(1-metliylethyi)phenyi]-N*-[[ethyl(2-propenyl)amino]-sutfonyl]- 
EXAMPLE 74 

[0179] Urea, N-[[bis(3-methyibutyi)amlno]sulfonyl]-N'-[2,6-bls(1-methylethyl) phenyi}- 
EXAMPLE 75 

[0180] Urea, N-[2,6-bls(1 -mettiyletfiyl)phenyl]-N'-[(didecylamino)sutfonyl]- 
EXAMPLE 76 

[0181] Urea, N-[2,6-bls(1 •methylethyl)phenyl]-N'-[(didodecylamino)sulfonyl]- 
EXAMPLE 77 

[0182] Urea, N-[2,6-bis(1 -methylethyl)phenyl]-N'-[(dipropytamino)sulfonyl]- 
EXAMPLE 78 

[0183] Urea, N-[2,6-bis(1-methylethyl)phenyl]-N'-[(dlcyclohexylamino)-sulfonyl]- 
EXAMPLE 79 

[0184] Carbamic acid, [[(2,4,6-trlmethoxyphenyl)amino]sulfonyl]-, dodecyl ester 
EXAMPLE 80 

[0185] Urea, N-[2,6-bis(1'methyletliyl)phenyl]'N'-[(methyloctadecyiamino)-sulfonyl]- 
EXAMPLE 81 

[0186] Urea, N-[2,6-bis(1-methylethyi)phenyi]-N'-[(di-2-propeny!amlno)-sulfonyll- 
EXAMPLE 82 

[0187] Urea. N-[2,6-bis{1 -methylethyl)phenyl]-N'-[[(1 ,1 -dimethy!ethyl)( 1 -methyiethyi)-amlno]sulfonyl]- . 
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EXAMPLE 83 

[01881 Urea, NH2,6-bis(lHiriethylethyl)phenyl]-N'-[[bls(1-methylpropyl)-arninol-sulfonyl]- 
EXAMPLE 84 

[0189] Urea, N-[2,6-bis(1-methylethyl)phenyl)-N'-[(methyltetradecylamino)-sulfonyl]- 
EXAMPLE 85 

[0190] Carbamic acid, [(dioctylamino)sulfonyl]-, 2,6-bis(1 -methylethyOphenyl ester 
EXAMPLE 86 

[01911 Carbamic acid, [[cyclohe)cyl(1-methylethyl)aminolsulfonyl]-, 2,6-bis(1-methylethyi)phenyl ester 
EXAMPLE 87 

[0192] Carbamic acid, [(methyloctylamjno)sutfonyl]-, 2,6-bis(1 -methylethyl)-plieny] ester 
EXAMPLE 88 

[0193] Carbamic acid, [(dihexylamino)suifonyl]-, 2,6-bis(1 -methytethyl)phenyl ester 
EXAMPLE 89 

[0194] Carbamic acid, [(dipentylamino)sulfonyl]-, 2,6-bis(1 -methylethyl)phenyl ester 
EXAMPLE 90 

[0195] Sulfamic acid, [[[2,6-bis(1 -methylethyl)phenyl]amino]carbonyl]-, decyl ester 
EXAMPLE 91 

[0196] Carbamic acid, [[2,6-bis(1-methyletliyl)plier^oxy]sulfonyl]-, 2,6-bis(1 ,1-dimethylethyl)phenyl ester 
EXAMPLE 92 

[0197] Carbamic acid, [(dodecyioxy)su(lonyi]-, [1 ,1';3',1"-terphenyl]-2''yl ester 
EXAMPLE 93 

[0198] Carbamothioic acid, [(dodecyloxy)sulfonyl]-, S-[2,6-bis(1 -methyietliyl)-phenyl] ester 
EXAMPLE 94 

[0199] Sulfamic acid, [[[2,6-bis(1-methyIethyl)phenyl]amino]carbonyI]-, 1 -methylheptyl ester, (=+/)- 
EXAMPLE 95 

[0200] Sulfamic acid, [[[2,6-bis(1 -methyiethyl)phenyl]amino]carbony)]-, 2,6-bis(1 •methylethyi)phenyl ester 
EXAMPLE 96 

[0201] Carbamic acid, [[(diphenylmethyl)amino]sulfonyl]metliyl-, 2.6-bls(1 ,1 -dlmethylethyl)phenyl ester 
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EXAMPLE 97 

[0202] Carbamic acid, (phenoxysutfonyl)-, 2,6-bis(1 -methylethyl)phenyl ester 
EXAMPLE 98 

[0203] Carbamic acid, [(2,6-dimethylphenoxy)sulfonyl)-, 2,6-bis(1-methylethyl)-phenyl ester 
EXAMPLE 99 

[0204] Urea, N'-[2,6-bls(1 -methylethyl)pl^enyll-N-[(dibutylamino)sulfonyl]-N-methyl- 
EXAMPLE100 

[0205] Carbamic acid, [[2,6-bis(1 ,1 -dimethylethyl)phenoxy]suifonyl]-, 2,6-bls(1 ,1 -dimethylethyl)phenyl ester 
EXAMPLE 101 

[0206] DL-Tryptophan, Ja/-methyl-N-[[[(tricyclo[3.3.1 .l3'7]dec-2-yioxy)-carbonyl]amino]sulfonyl]-, methyl ester 
EXAMPLE 102 

[0207] Carbamic acid, [[2,6-bis(1 ,1 -dimethylethyl)phenoxy]suifonyl]-, 2,6-bis(1 -methyiethyi)phenyl ester 
EXAMPLE 103 

[0208] Carbamic acid, [(2,6-difluorophenoxy)sulfonyl]-, 2,6-bis(1 -methylethyl)-phenyl ester 
EXAMPLE 104 

[0209] Urea, N-(2,2-dimethyl-4-pheriyl-1,3-dioxan-5-yl)-N'-[[(tricyclo[3.3.1.l3.7]dec-1-ylmethyl)amino]sulfonyO^ 

(4S-#cis/)- 

EXAMPLE 105 

[0210] Urea, N-(2,2-dimetliyl-4-phenyl-1,3-dioxan-5-yl)-N'-[[(2,2-dimethyl-4-phenyl-1,3-dioxari-6-yl)amino]sulfo- 
nyl]-, stereoisomer 

EXAMPLE 106 

[0211] Sulfamic acid, (1-oxodecyl)-, 2,6-bis(1-methyletliyl)phenyl ester 
EXAMPLE 107 

[0212] Carbamic acid, [(hexadecyloxy)sulfonyl]-, 2,6-bis(1 -methylethyOphenyi ester 
EXAMPLE 108 

[0213] Carbamic acid, [[2,6-bis(1 -methyiethyl)plienoxy]sulfonyl]-, 2,6-dimethoxyphenyl ester 
EXAMPLE 109 

[0214] Carbamic acid, [[2,6'bis(1 -methylethyl)phenoxy]sulfonyl]-, 1 -methylheptyl ester 
EXAMPLE 110 

[0215] Carbamic acid, [[2,6-bis(1 -methylethyl)phenoxy]sulfonyl]-, 2,6-bis(1 -methylethyI)-4-nitrophenyl ester 
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EXAMPLE 111 

[021 6] Carbamic acid, [[2,6-bis(1 -methylethy))phenoxy]sulfonyl]-, 1 ,2-ethanecliyl ester 
EXAMPLE 112 

[021 7] Carbamic acid, [[2,6'bls(1 -methylethyl)phenoxy]sulfonyl]-, 1 ,2,3-propanetrjyl ester 
EXAMPLE 113 

[0218] Carbamic acid, [[2.6*bis(1 -methylethyl)phenoxy]sulfonyl]-, 4-bromo-2,6-bis(1 -methyiethyl)phenyl ester 
EXAMPLE 114 

[0219] Carbamic acid, [[2,6-bis(1-methyletliyl)phenoxy]sulfonyll-, [1,V:3',1"-terplienyl]-2'-yl ester 
EXAMPLE 115 

[0220] Carbamic acid, [[2,6-bls(1 -methylethyl)phenoxy]sulfonyl)-, 2,6-bis(1 ,1 -dimethylethyl)-4-methoxyphenyl ester 
EXAMPLE 116 

[0221] Carbamic acid, [[2,6-bis(1 -methylethyl)phenoxy]suIfonyl]-, 4-fluoro-2,3,5.6-tetrakis(1 ■methylethyl)phenyl es- 
ter 

EXAMPLE 117 

[0222] Carbamic acid, [[2,6-bis(1 -methylethyOphenoxylsulfonyl]-, 4-chloro-2,6-bis(1 -methylethyl)phenyl ester 
EXAMPLE 118 

[0223] Stlgmasta-5,22-dlen-3-ol, [[2,6-bis(1 -methylethyl)phenoxy]sulfonyl]-carbamate, (3a)- 
EXAMPLE 119 

[0224] Carbamic acid, [[2,6-bis(1 -metliylethyl)phenoxy]sulfonyl]-, 2,6-bis(1 ,1 -dimethylethyl)-4-methylphenyl ester 
EXAMPLE 120 

[0225] Suifamic acid, [[2,4,6-tris(1 -methylethyl)phenyl]acetyl]-. 2,6-bis(1 -methylethyl)phenyl ester 
EXAMPLE 121 

[0226] Stigmastan-3-ol, [[2,6-bis(1 -metliylethyl)phenoxylsuifonyl]-carbamate, (3a)- 
EXAMPLE 122 

[0227] Sulfamic acid, [[2,6-bis(1 -methylethyl)phenyl]acetyi]-, 2,6-bis(1 •methylethyl)-phenyt ester 
EXAMPLE 123 

[0228] Carbamic acid, [[2,6-bis(1 -methylethyl)phenoxy]sulfonyll-, 4-methoxy-2,6-bis(1 -methylethyl)phenyl ester 
EXAMPLE 124 

[0229] Carbamic acid, [[2,6-bjs(1 -methylethyl)phenoxy]sulfonyl]-, 2,4,6-trls(1 -methylethyl)phenyl ester 
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EXAMPLE 125 

[0230] Caitamic acid, [[2,4.6-tris(1 -nriethylethyl)phenoxy]sutfonyl]-, 2,6-bis(1 -methylethyl)phenyl ester 
EXAMPLE 126 

[0231] Carbamic acid, [[2,4,6-tris(1-methylethyl)phenoxy]sutfonyl]-,2,4,6-tris( 1-methylethyl)phenyl ester 
EXAMPLE 127 

[0232] Cartamic acid. [[2,4,6-bis(1 -methyIethyl)phenoxy]suifonyl]-, 2,4,6-trls(1 ,1 -dimethylethyOphenyl ester 
EXAMPLE 128 

[0233] Caitamic acid, [[2,6-bis(1-methyletliyl)phenoxy]sulfonyt]-, 4-[[3,5-bis(1,1-dimethylethyl)-4-hydroxyphenyl] 
dithlo]-2.6-bis(1.1-dimethylethyl)phenyl ester 

EXAMPLE 129 

[0234] Carbamic acid. [[2,6-bis(1 -methylethyl)phenoxy]sulfonyl]-, 2,4-bis(1 -methyiethyl)phenyl ester 
EXAMPLE 130 

[0235] Carbamic acid, [[2,6-bis(1 '■methyiet)iyl)phenoxy]suifonyl]-, 4-[(dimethylamino)-metliyl]-2,6-bis(1 -metfiylethyt) 
phenyl ester 

EXAMPLE 131 

[0236] Carbamic acid, [[2,6-bis(1 -methylethyl)phenoxy]sulfonyl]-, tricyclo[3.3.1 .l3.7]-clec-2-yl ester 
EXAMPLE 132 

[0237] Carbamic acid, [[2,6-bis(1 -methytethyl )phenoxy]sulfonyl]-, 4-hydroxy-2,6-bls(1 -metliylethyl)phenyi ester 
EXAMPLE 133 

[0238] Carbamic acid, [[2,6-bis{1-methylethyl)phenoxy]sulfonyl]-, cyclohexyl ester 
EXAMPLE 134 

[0239] Carbamic acid, [[2,6-bis(1 -methyiethyl)phenoxy]sulfonyl]-, 3,3',5,5'-tetrakis(1 -methylethyi)[1 .1 '-biphenyl]- 
4,4'-diyl ester 

EXAMPLE 135 

[0240] Cartamic acid, [[4-hydroxy-2,6-bis(1 -methylethyl)phenoxy]sulfonyl]-, 2,6-bis(1 •methylethyl)phenyl ester 
EXAMPLE 136 

[0241] Cartamic acid, [[2,6-bis(1-methy(ethyl)phenoxy]su!fonyl]-, tricyclo[3.3.1.l3.7]-ciec-1-yl ester 
EXAMPLE 137 

[0242] Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl)-, 2-(1 ,1-dimethylethyl)-6-metliylphenyl ester 
EXAMPLE 138 

[0243] Carbamic acid, [[2,6-bis(1 -methylethyl)phenoxy]suIfonyt]-, 5-methyl-2-(1 -methylethyl)cyclohexyl ester 
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EXAMPLE 139 

[0244] Carbamothtoic acid, [[2.6-bis(1 -methylethyi)phenoxy]sulf onyl]-, 5-[2,6-bis(1 -methylethyl)phenyq ester 
EXAMPLE 140 

[0245] Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, (2,6-dlethylphenyl)methyl ester 
EXAMPLE 141 

[0246] Carbamic acid, suifcnylbis-, bls[2,6-bls(1 -methylethyl)phenyq ester 
EXAMPLE 142 

[0247] Carbamic acid, [[2.6-bis(1 -methylethyl)phenoxy]sulfonyl]-, (2S,6S)-2,6-bis(1 Hnethyletliyt)cyciohexyl ester 
EXAMPLE 143 

[0248] Carbamic acid, [[2,6-bis(1-methyletliyl)phenoxy]sulfonyl]-, 4-(1,1-dimethyletiiyl)-2,6-bis(1-methylethyi)phe- 
nyl ester 

EXAMPLE 144 

[0249] (2-Phenyl-cyclopropanecarbonyl)-sulfamic acid 2,6-diisopropyl-phenyl ester 
EXAMPLE 145 

[0250] [(2,5-Dimethoxy-phenyl)-acetyl]-suifamic acid 2,6-diisopropyl-phenyl ester 
EXAMPLE 146 

[0251] [(2,4,6-Trimethyi-phenyl)-acetyl]-sulfamic acid 2,6-diisopropyl-phienyi ester 
EXAMPLE 147 

[0252] [(2,4,6-Trimethoxy-phenyl)-acetyl]-sulfamic acid 2,6-diisopropyhpiienyi ester 
EXAMPLE 148 

[0253] (Thiophen-2-yl-acetyl)-sulfamic acid 2,6-dllsopropyl-phenyl ester 
EXAMPLE 149 

[0254] (Thiophen-3-yl-acetyl)-sulfamic acid 2,6-diisopropyl-phenyl ester 
EXAMPLE 150 

[0255] Carbamic acid, [[2,6-bis(1 -methylethyl)phenoxy]suifonyi]-, 4-f iuorophenyl ester 
EXAMPLE 151 

[0256] Carbamic acid, [[2,6-bis(1 -methyiethyl)phenoxy]sulfonyl]-, 2,4-dif Iuorophenyl ester 
EXAMPLE 152 

[0257] Carbamic acid, [[2,6-bis(1 -methyiethyl)phenoxy]sulfonyl]-, pentaf Iuorophenyl ester 
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EXAMPLE 153 

[0258] Caitamic acid, [[2,6-bis(1 -methylethyOphenoxylsulfonyl]-, 2,6-dif luorophenyl ester 
EXAMPLE 154 

[0259] Acetic acid 2-(2,6'diisopropyl-phenoxysulfonylamino)-2-oxo-1 •(2.4,6-triisopropyl-phenyl)-ethyl ester 
EXAMPLE 155 

[0260] Cyclohexylacetyl-sulfamic acid 2,6-diisopropyl-phenyl ester 
EXAMPLE 156 

[0261] [(2'Methoxy-phenyl)-acetyq-sutfamlc acid 2,6-diisopropyl-phenyl ester 
EXAMPLE 157 

[0262] (Oxo-phenyl-acetyl)-sulfamlc acid 2,6-dllsopropyl-phenyl ester 
EXAMPLE 158 

[0263] [(2-Trifluoromethyl-phenyl)-acetyl]-sulfamic acid 2,6-diisopropyt-phenyi ester 
EXAMPLE 159 

[0264] (2-Plienyi-propionyi)-sutfamic acid 2,6-diisopropyl-phenyl ester 
EXAMPLE 160 

[0265] Diplienylacetyl-sulfamic acid 2,6-diisopropyi-phenyi ester 
EXAMPLE 161 

[0266] (Cyclopentyl-phenyi-acetyl)-sutfamic acid 2,6-dilsopropyl-phenyl ester 
EXAMPLE 162 

[0267] [Hydroxy-{2,4,6-triisopropyl-phenyl)-acetyl]-sulfamic acid 2,6-diisopropyl-phenyl ester 
EXAMPLE 163 

[0268] Triphenylacetyl-sulfamic acid 2.6-dilsopropyl-phenyl ester 
EXAMPLE 164 

[0269] Carbamic acid, [[2,6-bis(1 -metliyletliyi)phenoxy]sulfonyl]-, (2/?,6S)-2,6'bis(1 -methylethyl)cyclohexyl ester 
EXAMPLE 165 

[0270] (1 ,2,3,4-Tetrahydro-naphthalene-2-carbonyl)-sulfamic acid 2,6-diisopropyl-phenyl ester 
EXAMPLE 166 

[0271] Carbamic acid, [[2,6-bls(1 -methylethyl)phenoxy]sulfonyl]-, 2,3,5,6-tetramethylphenyl ester 
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EXAMPLE 167 

[0272] (3-Methyl-2-phenyl-pentanoyl)-suffamic acid 2,6-dnsopropyl-phenyl ester 
EXAMPLE 168 

[0273] (l-Phenyl-cyclopentanecarbonyl)-sulfamic acid 2,6'diisopropyl-phenyl ester 
EXAMPLE 169 

[0274] (2-Phenyi-butyryi)-suifamic acid 2,6-dilsopropyl-phenyl ester 
EXAMPLE 170 

[0275] (Cyciohexyl-phenyi-acetyi)-sulfamic acid 2,6-diisopropyl-phenyi ester 
EXAMPLE 171 

[0276] (2,2-Diphenyl-propjonyl)-suifamic acid 2,6-dlisopropyi-phenyl ester 
EXAMPLE 172 

[0277] [Bis-(4-chloro-phenyl)-acetyl]-sulfamlc acid 2,6-diisopropyl-phenyl ester 
EXAMPLE 173 

[0278] (9H-Xanthene-9-cart)onyl)-sulfamic acid 2,6-diisopropyl-phenyl ester 
EXAMPLE 174 

[0279] (9M*Fluorene-9-carbonyl)-sulfamic acid 2,6-dllsopropyl-plienyl ester 
EXAMPLE 175 

[0280] (Bromo-phenyl-acetyl)-sulfamic acid 2,6-diisopropyl-phenyl ester 
EXAMPLE 176 

[0281] (3-Phenyl-propionyi)-suifanrijc acid 2,6-diisopropyl-phenyl ester 
EXAMPLE 177 

[0282] Sulfamic acid, [[[2,4,6-tris(1 -methylethyl)phenyl]amino]carbonyl]-, 2,6-bls(1 -methylethyl)phenyl ester 
EXAMPLE 178 

[0283] Carbamic acid, [[2,6-bis(1 'methylethyl)phenoxy)sulfonyl]-, 3-pyrldinyl ester 
EXAMPLE 179 

[0284] Carbamic acid, [[2,6-bis(1 -methylethyl)phenoxy)sulfonyl]-, 2,6-dimethylphenyl ester 
EXAMPLE 180 

[0285] [(2,4,6-Triisopropyl-phenyl)-acety!]-sulfamic acid 4-hydroxy-2,6-diisopropyiphenyl ester 
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EXAMPLE 181 

[0286] Methyt-[(2,4,6-triisopropyl-phenyl)-acetyl]-sulfamic acid 2,6-djisopropyl-phenyl ester 
EXAMPLE 182 

[0287] [(2,4,6-Triisopropyl-phenyl)-acetyll-sutfamic acid 2,6-diisopropyi-4-nitro-phenyl ester 
EXAMPLE 183 

[0288] Caitamic acid, [[2.6-bis(1 •methylethyl)phenoxy]sulfonyl]-, 4-acetyl-2,6-bis(1 -methylethyOphenyl ester 
EXAMPLE 184 

[0289] Carbamic acid, [[2,6-bis(1 -methylethyl)phenoxy]sulfonyl]-, 4-fiuoro-2,6-bls(1 -methylethyl)phenyl ester 
EXAMPLE 185 

[0290] [(2,4,6-Triisopropyt-piienyi)-acetyi]-suifamic acid 4-fiuoro-2,6-dilsopropylplienyl ester 
EXAMPLE 186 

[0291] [(2.4,6-Triisopropyl*phenyl)-acetyl]-sutfamlc acid 2,6-dimethoxy-phenyl ester 
EXAMPLE 187 

[0292] [(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-amino-2,6-diisopropylphenyl ester 
EXAMPLE 188 

[0293] 6-(3,5-Dilsopropyl-4-{[(2,4,6-tnisopropyl-phenyl)-acetyl]sulfamoyloxy}-phenyl)-hexanolc acid ethyl ester 
EXAMPLE 189 

[0294] [(2,4,6-Trllsopropyl-phenyl)-acetyl]-sulfamic acid 2,4,6-trimethoxy-plienyl ester 
EXAMPLE 190 

[0295] [(2,4,6-Trlisopropyi-phenyi)-acetyl]-sulfamic acid 4-tert-butyi-2,6-diisopropylphenyl ester 
EXAMPLE 191 

[0296] [(2,4,6-Trilsopropyi-phenyl)-acetyl]-sutfamic acid 4-acetyl*2HSopropyl-ptienyl ester 
EXAMPLE 192 

[0297] [(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamic acid 2,6-diisopropyl-4-methoxyphenyl ester 
EXAMPLE 193 

[0298] [(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 2,6-dichlcro-phenyi ester 
EXAMPLE 194 

[0299] 3-[3-(3,5-Dilsopropyl-4-{[(2,4,6-trilsopropyl'plienyi)-acetyl]-sulfamoyloxy)-phenyl)-ureido]-propionic 
ethyi ester 
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EXAMPLE 195 

[0300] [64ert-Butoxycaitonylamlno-5-(3,5-diisopropyl-4-{[(2,4,6-triisopropyl-phenyl)-acetyl]sulfam^^^ 
carbamoyl)-pentyl]-carbamic acid tert-butyt ester 

EXAMPLE 196 

[0301] [(2,4.6-Triisopropyl-phenyl)-acetyl]-sutfamic acid 4-acetytamino-2.6-dlisopropylphenyl ester 
EXAMPLE 197 

[0302] [2-(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-((S)-2,6-diaminohexanoylamino)-2,6-diisopropyl-phe- 
nyt ester; compound with generic inorganic neutral confiponent 

EXAMPLE 198 

[0303] [(3,5-Diisoprapyi-4-{[{2,4,6-triisopropyl-plienyi)-acetyi]sulfanfioyioxy}-phenylcarbamoy!)-methyi]K;arbamic 
acid tert-butyl ester 

EXAMPLE 199 

[0304] [(2,4,6-Trilsopropyl-phenyl)-acetyl]-sutfamic acid dodecyl ester 
EXAMPLE 200 

[0305] [(2.4,6-Triisopropyt-phenyl)-acetyl]-sulfamic acid 4-(2-annino-acetylanilno)-2,6-dilsopropyl-phenyl ester 
EXAMPLE 201 

[0306] [2-(2,4,6-Triisopropyl-phenyi)-acetyl]-sulfamlc acid 4'((S)-2-annlno-4-methytsulfanyl-butyrylamino)-2,6-diiso- 
propyl-phenyl ester 

EXAMPLE 202 

[0307] {[4-(1 -Hydroxy-1 -nnethyl-ethyl)-2,6-dilsopropyl-phenyl]-acetyl}-sulfamic acid 2,6-diisopropyl-phenyI ester 
EXAMPLE 203 

[0308] [(2,4,6-Triisopropyl-phenyl)-acetylJ-sulfamic acid 4-bromo-2,6-diisopropylphenyl ester 
EXAMPLE 204 

[0309] [(2,4,6-Trllsopropyl-phenyl)*acetyl]-sulfamic acid 4*[2-amino-3-( 1 H-indol-3-yl)-propionylamino]-2,6'diisopro- 
pyl-phenyl ester 

EXAMPLE 205 

[031 0] [(2,4,6-Trlisopropyl-phenyl)-acetyi]-sulf amlc acid 4-(3-diniethylamino-propoxy)-2,6-dlisopropy}-phenyl ester 
EXAMPLE 206 

[0311] [2-(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-({R)-2-amino-propionylamlno)-2,6-dlisopropyl-phenyl 
ester; compound with trifluoro-acetic acid 

EXAMPLE 207 

[0312] [(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-(2-amino-2-methylproplonylamlno)-2,6-diisopropyl-phe- 
nyt ester 
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EXAMPLE 208 

[031 3] [2-(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-(3-amino-propoxy)-2,6-diisopropyl-phenyl ester 
EXAMPLE 209 

[0314] [(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 2,6-diisopropyl-4-thiocyanatophenyl ester 
EXAMPLE 210 

[0315] [(2,4,6-Triisopropyl-phenyl)-acetyll-sutfamic acid 2,6-diisopropy[-4'methylphenyi ester 
EXAMPLE 211 

[0316] [1 -(4-Dimethylamlno-phenyl)-cyclopentanecarbonyl]-sulfamic acid 2,6-diisopropyl-phenyl ester 
EXAMPLE 212 

[0317] [(2,4,6-Trlisopropyl-phenyl)-acetyl]-sulfannic acid 4-cyano-2,6-diisopropylphenyl ester 
EXAMPLE 213 

[0318] [1 -(4-Nitro-ptienyl)-cyclopentanecarbonyl]-sutfamic acid 2,6-diisopropyi-phenyl ester 
EXAMPLE 214 

[0319] [1-(3,6-DijsopropyM-{[(2,4,6-tri!sopropyl-phenyl)-acetyl]suifamoyloxy}-phenylcarbamoyl)-3-methyisuif^^ 
propyl]-carbamic acid tert-butyi ester 

EXAMPLE 215 

[0320] [(2,4,6Triisopropyl-phenyi)-acetyl]-sulfamicacid4-[3-(2,6-diisopropyl-phenyl)-ureido]-2,6-diisopropyl^ 
ester 

EXAMPLE 216 

[0321] [2-(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-((S)-2-amino-4-methyIpentanoylannino)-2,6-diisopro- 
pyl-phenyl ester; compound with trifluoro-acetic acid 

EXAMPLE 217 

[0322] Sulfamic acid, [[[[1-[4-(dimethyiamino)phenyl]cyc)opentyJmethyl]-amino]carbonyll- 2,6-bls(1-methylethyl) 
phenyl ester 

EXAMPLE 218 

[0323] [(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 2,6-diisopropyl-4-(3-phenylureido)-phenyl ester 
EXAMPLE 219 

[0324] [(2,4,6-Triisopropy[-phenyl)-acetyl]-sutfamlc acid 4-(3-tert'butyl-ureido)-2,6>diisopropyl-phenyi ester 
EXAMPLE 220 

[0325] [2-(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-(3-amino-proplonylamlno)-2,6-dilsopropyl-phenyl ester; 
compound with trifluoro-acetic acid 
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EXAMPLE 221 

[0326] Carbamic acid, [[[2-(phenylmethyi)phenyl]amino]suifonyl]-, 2.6-bis(1 , 1 -climethylethyt)phenyl ester 
EXAMPLE 222 

[0327] (2,3'Dihyc(ro-indole-1 -carbonyl) -sulfamic acid 2,6-diisoprcpyl-phenyl ester 
EXAMPLE 223 

[0328] Sulfamic acid, [[(trlphenylmethyl)amlno]carbonyl]-, 2,6-bis(1 -methylethyl)phenyl ester 
EXAMPLE 224 

[0329] [(2,4,6-Trilsopropyl-piienyl)-acetyl]-sulfamic acid 4-(2-cyano-vlnyl)-2,6-ditsopropyl-phenyt ester 
EXAMPLE 225 

[0330] [(2,4,6-Trlisopropyl-phenyl)-acetyi]-sutfamic acid 2,6'dlisopropyl-4'(thiophene-2-sulfonylamino)-phenyl ester 
EXAMPLE 226 

[0331] [(2,4,6-Trjisopropyl-phenyi)-acetyl]-sutfamic acid 4-(5-dimethylamlnonaphthalene-1 -sutfonylamino)-2,6-di- 
Isopropyl-phenyl ester 

EXAMPLE 227 

[0332] [(2,4,6-Triisopropyl-phenyl)-acetyl]-sutfamic acid 2,6-dllsopropyl-4-methanesutfonylamino-phenyl ester 
EXAMPLE 228 

[0333] 3,6-Diisoprcpyl-4-{[(2,4,6-trilsopropyl-phenyl)-acetyl]sulfamoyloxy}-benzolc acid methyl ester 
EXAMPLE 229 

[0334] [2-(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-(benzylamino-methyl)-2,6-diisopropyt-phenyl ester; 
compound with generic inorganic neutral component 

EXAMPLE 230 

[0335] [2-(2,4,6Triisopropyl-phenyl)-acetyl]-sulfamic acid 4'((S)-2-amlno-3-hydroxypropionylamlno)-2,6-dlisopro- 
pyl-phenyl ester; compound with trifluoro-acetic acid 

EXAMPLE 231 

[0336] [2-(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-((S)-2-amino-4-carbamoylbutyrylamino)-2,6-diisopro- 
pyl-phenyl ester; compound with trifluoro-acetic acid 

EXAMPLE 232 

[0337] [2-(2,4,6-Trlisopropyl-phenyl)-acetyl]-sulfamic acid 4-((S)-2-amino-3-methyibutyrylamino)-2,6-diisopropyl- 
phenyl ester; compound with trifluoro-acetic acid 

EXAMPLE 233 

[0338] [(2,4,6-Triisopropyi-phenyl)-acetyl]-sutfamic acid 4-hydroxymethyl-2.6-diisopropyl-phenyl ester 
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EXAMPLE 234 

[0339] [(2,4,6-Triisopropyl-phenyl)-acetyl]-suffamic add 4-carbamoyl-2,6-diisopropylphenyl ester 
EXAMPLE 235 

[0340] [(2,4,6-Triisopropyl-phenyl)-acetyl]-suffamic acid 4-[3-(3,5-dichloro-phenyl)-thioureido]-2,6-diisopropyl-phe- 
nyl ester 

EXAMPLE 236 

[0341] ((E)-2-Methyl-3-phenyl-acryloyl)-sulfamic acid 2,6-diisopropyl-phenyl ester 
EXAMPLE 237 

[0342] (2-Oxo-2H-chromene-3-carfoonyl)-sulfamic acid 2,6-diisopropyl-phenyl ester 
EXAMPLE 238 

[0343] N-[2,6-bis(1-methylethyl)phenyl]-N-(hexadecylsutfonyl)-urea 
EXAMPLE 239 

[0344] N-[2,6-bis(1-methylethyl)phenyl]-N'-[(6-ethoxy-2-benzothjazolyl)sulfonyI]-urea 
EXAMPLE 240 

[0345] N-[2,6-bis(1-methylethyI)phenyl]-N'-(tetradecylsulfonyI)-urea 
EXAMPLE 241 

[0346] N'-[2,6-bis(1-methylethyl)phenyl]-N-methyl-N-(tetradecylsulfonyl)-urea 
EXAMPLE 242 

[0347] N-[2,6-bis(1-methylethyl)phenyl]-N'-(tridecylsulfonyl)urea 
EXAMPLE 243 

[0348] N'[2,6-bis(1 -methylethyl)phenyl]-N'-(1 -phenyl-1 -nonylsulfonyl)urea 
EXAMPLE 244 

[0349] N-[2,6-bis{1-methylethyl)phenyll-N'-(2-decylsulfonyl)urea 
EXAMPLE 245 

[0350] N-[2,6-bis(1 -methylethyl)phenyll-N'-(1 -phenyl-1 -tetradecylsutfonyl)urea 
EXAMPLE 246 

[0351 ] N-[2,6-bis(1 -methylethyl)phenyl]-N'>(2-octadecylsulf onyl)urea 
EXAMPLE 247 

[0352] N-[2,4.6-trimethoxyphenyl]-N'-(2-octadecylsulfonyl)urea 
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EXAMPLE 248 

[03531 N-[2,6-bis(1-methylethyl)phenyl]-N'-(2-methyt-2-pentadecylsulfonyl)urea 
5 EXAMPLE 249 

[0354] N-[2,4,6-trimethoxyphenyl]-N'-(2-methyl-2-pentadecylsulfonyl)urea 
EXAMPLE 250 

10 

[0355] Carbamic acid, [[[2,6-bis(1-methylethyl)phenyl]amino]sulfonyl]-, dodecyl ester 

[0356] Sulfonylamlnocarbonyl derivatives useful in the present invention may be identified using the methods de- 
scribed below. 

15 BIOLOGICAL METHODS 

[0357] Introduction: Described below is an in vitro, cell-based, high throughput screening assay that reliably identifies 
inhibitors of NF-kB mediated transcription. While the assay described below utilized inhibitors which were sulfonylaml- 
nocarbonyl derivatives useful in the present invention, the assay may be used to screen for any inhibitor of NF-kB 

^ mediated transcription. 

[0358] The assay takes advantage of AURORA (Aurora Bioscience Corporation, La Jolla, California) fluorescence 
technology. Endothelial cell vein-304 (ECV-304) cells, an endothelial-like immortalized cell type, may be stably trans- 
fected with a plasm id vector containing the cDNA for the enzyme p-lactamase (under the control of a basal promoter, 
Stratagene pNFkB-Iuc vector) and 5 copies of an human immunodeficiency virus-1 (HIV-1) NF-kB binding site. ECV- 

25 304 cells are described by TakahashI K. et al. In Spontaneous Transformation and Immobilization of Human Endothelial 
Cells, In Vitro Cell. Dev. Biol. 1 990;25:266-274. Activation of NF-kB in ECV-304 by cytokines such as TNF-a or Inter- 
leuken- 1 beta (IL-1 P) results in the production of p-lactamase, which cleaves a green fluorescent substrate (excitation/ 
emission wavelengths 395 nm/530 nm) to yield a blue fluorescent product (excitation/emission wavelengths 395 nm/ 
460 nm), Visually, the uncleaved green fluorescent substrate is sequestered intracellulariy and emits green fluores- 

30 cence, while the cleaved product emits blue fluorescence. Fluorescence is quantitated spectrophotometricalty, and the 
spectral intensity of blue fluorescence versus green fluorescence can be used to calculate the degree of activation of 
NF-kB. 

[0359] The assay was perfomned as outlined here and described in detail below. ECV-304 cells pennanently trans- 
fected with the NF-kB driven (p-lactamase gene (ECV-304 NF-kB. pIaZ) were plated in clear-bottom, black 96-weII 

35 plates (1 .25 X 1 0^ cells/well) in media-1 99 (M-1 99) media containing 2% fetal bovine serum (FBS). Approximately 1 8 
hours later the cells were stimulated with either 10 ng/mL of TNF-a or 100 pg/mL of IL-1p, and Incubated for 6 hours 
at 37'>C in the presence or absence of a compound useful in the present invention. The AURORA fluorescent disclosing 
reagent was then added. After one additional hour, the plates were read in a ftuorometer at the blue 395 nm/460 nm 
(excitation/emission) and green 395 nm/530 nm wavelengths. Then the blue/green emission ratio was calculated. 

40 Percent inhibition was calculated by comparing fluorescence in the presence of a sulfonylamlnocarbonyl derivative 
useful in the present invention with fluorescence In the absence of said sulfonylamlnocarbonyl derivative under con- 
ditions of maximum stimulation with TNF-a or lL-1 p. An IC5Q for said sulfonylamlnocarbonyl derivative was detemnlned 
from a dose-response curve. This assay was designed to be optionally run in either high or iow throughput screening 
modes. 

45 [0360] Materials: ECV-304 cells were obtained from American Type Culture Collection (ATCC). Cytokines TNF-a 
and IL-1 p were obtained from R&D Systems. Lipofectamine, Ml 99, and penicillin/streptomycin 1 000 U (P/S) were from 
GIBCO-BRL. Reagents A, B, and C are proprietary reagents from Aurora Technologies. The FBS is from Summit 
Technologies. The CCF2 dye was from Aurora Biosciences, La Jolla, California. 

50 Methods: 

(i) ECV-304 NF-KB.pIaZ Cell Line: 

[0361] Five copies of the HIV-1 NF-kB binding site (5'-TGGGGACTTTCCGC-3*) along with aTATA box were inserted 
55 into the EcorRI/BamHt sites of plasmid pMCRBIaZ to create plasmid p5xKBBiaZ, which procedure is illustrated In 
Scheme 1 below. 
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Scheme 1 

Five copies of the HIV-1 NF-kB binding site 
+ TATA box 

+ plasmid pMCRBlaZ ► 



10 




^ Plasmid pSxKBBlaZ 

[0362] The parental plasmid, pMCRBIaZ, contains a multiple cloning site upstream of the ^-lactamase gene as well 
as a Zeocin antibiotic resistance gene. 

[0363] Plasmid p5xKBBIa2 was transfected into ECV-304 cells using lipofectamlne and the well-known standard 
40 conditions found on the package insert. Cells were selected for antibiotic resistance with Zeocin for approximately 2 
weeks. After the stable population had been expanded to a significant number of cells, it was stimulated with IL-ip 
and stained with AURORA CCF2 dye, a membrane permeant, intracellularly-trapped, fluorescent substrate. Cells that 
fluoresced blue (indicating a positive response of the NF-xB/p-lactamase reporter to stimulation by IL-1P) in the stim- 
ulated/stained population were then sorted by flow cytometry into a pool. The pool was expanded and stained with 
45 CCF2, and then the cells that fluoresced green from this unstimulated population (indicating a low background of the 
NF-KB/p-lactamase reporter construct) were cloned by flow cytometry after adding 1 cell per well in 96-well plates. 
Clones were allowed to expand. Each cloned cell line was then examined for fold stimulation after stimulation with IL- 
1 p using a CCF2 reporter assay, and these stimulated cells were compared to unstimulated cells. The cloned cell line 
with the maximal fold induction (plate 1 , row E, cell 8 or 1 E8) was chosen for further assay development. This clone 
so consistently showed the highest fluorescence signal to noise ratio upon stimulation with TNF-a or IL-1 p. 

(ii) Assay Development: 

[0364] The assay described herein was initially developed for high throughput screening purposes. As such, several 
55 factors were taken into consideration in the process. The assay was developed to minimize handling (i.e., no media 
changes, washes, etc.). Conditions were established to optimize the incubation period to 4 to 6 hours for logistical 
reasons. The assay was also optimized to its ability to tolerate the presence or absence of serum and the concentration 
of dimethylsulf oxide (DMSO) that could be used without Interference of the fluorescence generated from the activation 
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of NF-kB. Cytokine stability and optimal celi density were also optimized. Also, no difference in NF-kB stimulation In 
ECV-304 cells separated In lineage by 20 passages (Passages 5 and 25) was found. 

(iii) Regeants: 

5 

[0365] 

Cells: ECV-304 NF-kB ^-Lactamase clone 1 E8 

Complete Media: M199, 1Q%FBS (nonheat Inactivated), 1% P/S, 200jig/mL2eocln; 
10 Assay Media: M199, 2% FBS, no antibiotics 

Cell Culture: 0.5 x 106 cells/T 150 culture fiasic, 30 mL complete media, fed every other day; harvested Day 7, 
approximate yield 1.1 (107/flask) 

Assay Seeding Density: 1.78 x 105/mL, 70 ^L/well— 96-well plate, (12.500 cells/Well) 
Quality Controls: The proteosome Inhibitors MG132» MG262, and clastolactacystine p-lactone may be used, as 
19 these agents Irreversibly Inhibit the proteasomal breal(down of ikB (McCormicack, et ai., Journal of Biological 
Chemistry, 1997;272(42):261 03-261 09 and Craui et al.. Journal of Biological Chemistry, 1997;272(20): 
13437-13445.) 

Inhibitors: Prepared stock solutions of aminosulfonyl derivatives at 10 mM concentration in DMSO; 
Diluted stock solutions in 96-well diluting plate as follows: 

20 

a) Added 20 \lI of stock solution into 180 of M199 = A, 

b) Added 20 jxL A into 1 80 M 1 99 = B. 

c) Added 10 of B into appropriate well in assay plate (the final concentration of drug is 10 ^M), and 
(d) Diluted further for IC50 determinations. 

25 

Activation Cytokines TNF-a and IL-ip: 

Stock solution of TNF-a: R&D Systems 210-TA, 10 ^ig was diluted into 2 mL of phosphate buffered saline 
(PBS) containing 0.1% bovine serum albumin (BSA) (concentration of TNF-a = 5 ng/mL); 
30 Diluted TNF-a stock solution 1:100: 90 of TNF-a stock solution was diluted into 9.0 mL of Ml 99 media 

(concentration of TNF-a = 60 ng/mL); and 

Added 20 \il of the solution of TNF-a at 50 ng/mL to all wells except reagent control wells, and celi control 

wells (final concentration of TNF-a in well = 10 ng/mL). 

Stock solution of IL-ip: R&D Systems 203-LB, 5 ^g was diluted into 1 mL of PBS containing 0.1% BSA (con- 
35 centratlon of IL-1 p= 5 jig/mL) ; 

Diluted the tL-1 p stock solution 1 :1 000: 20 ^L of IL-1 p stock solution was diluted Into 20 mL of Ml 99 (concen- 
tration of IL-ip = 5 ng/mL); 

Diluted the 5 ng/mL solution of IL-1 p 1 : 1 0: 0.5 mL of the 5 ng/mL solution IL-1 p at a concentration of 5 ng/mL 
was diluted into 5.0 mL of M199 (concentration of IL-ip = 500 pg/mL); and 
40 Added 20 \iL the solution of the 500 pg/mL IL-1 p at to ail weiis except reagent control wells and ceil control 

wells (final concentration IL-ip in well = 100 pg/mL). 

(Iv) A High Throughput Screening Assay Procedure: 

45 [0366] 



Table 1. 



so 
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Tablet, (continued) 



Plate Map 



1 



10 



11 



12 



H 



use MG 



B 



10 



Column 1 = use, Unstimulated ceil control weiis. 
Column 2 A-F = T, Maximal activation control wells. 
Column 2 G-H = MG, MG132 quality control. 
Column 12 = 8. Reagent background wells. 

Columns 3-11 = 0, Sulfonylaminocarbonyl derivatives in triplicate at a concentration of 10 ^M (for screening 
purposes] or at varying concentrations for dose response studies (IC50). 
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[0367] Plates for the HIS are configured in an alternative fomnat. 

[0368] PM Day 1 : Seeded cells at 0.178 x 10^/mL, 70 ^Uwell, in assay media AM Day 2: 



20 



25 



a) DMSO Control: Added 1 0 nL of a 1 % DMSO solution in M 1 99 to the following wells (final concentration of DMSO 
in well = 0.1%): Added to B wells (reagent control: assay media, no cytoi<ine, no celts), USC wells (unstimulated 
cell control: cells, assay media, no activation cytokine), and T wells (maximal activity: cells, assay media, cytokine); 

b) Inhibitor: Added 1 0 ^L of a sulfonylaminocarbonyl derivative at 1 0x desired final concentration to the following 
wells: Added to all O wells (unknowns: ceils, assay media, cytokine) and MG wells (quality control: cells, assay 
media, cytokine). No inhibitor should be added to USC wells, B wells, or T wells. 

c) Activation Cytokine: Added 20 yX. of the 50 ng/mL solution of TNF-a (to give a 10 ng/mL final concentration of 
TNF-«) or 20 nL of the 500 pg/mL solution of IL-1 p (to give a 1 00 pg/mL final concentration of IL-I P) to all T wells, 
0 wells, and MG wells. No cytokine was added to USC wells or B wells. 

d) Incubation after stimulation of cells with an activation cytokine, with or without a sulfonylaminocarbonyl deriva- 
tive: 6 hours, 37°C, 5% CO2 atmosphere 

e) Preparation of AURORA CCF2 Fluorescence Disclosing Substrate Solutions: 



30 [0369] Prepared four separate solutions of 2 mL each for each plate using the amounts recited in Table 2 below 
according to the following procedure. 

[0370] Added Reagent A to 50-mL tube first, then added Reagent B. Mixed. Then added Reagent C. Mixed. 



Table 2. 



Substrate Formulation Instructions 


(Reagent A -1- Reagent B) 


-1- Reagent C 


6^L 


60 ^L 


1 mL 


24 


240 


4mL 


48 nL 


480 jiL 


8mL 


60|iL 


600 


10 mL 


2 mUplate, 20 fiUwell; make 2 mL extra 



[0371 ] Incubation after addition of the AURORA CCF2 fluorescence disclosing solution: 1 hour at room temperature 
in the dark 

[0372] Spectrophotometric analysis: CVTOFLUOR (Millipore Corporation, Bedford, Massachusetts] 2 instruments 
using the following wavelengths in nanometers. Excite 395 Emit 460 (Blue) and Excite 395 Emit 530 (Green) 

50 (v) Cateulation of Data 

[0373] 

BKG Blue (BB) = Average reagent background blue emission. 

55 

BKG Green (BG) = Average reagent background green emission. 
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Corrected Blue (CB) 
Corrected Green (CG) = 
5 Blue/Green Ratio (BGR) = 
BGRF = 

Maximum Activity = 
% Inhibition of T Maximum Activity = 
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= Subtract B6 from all blue readings on plate. 
Subtract BG from all green readings on plate. 
Divide CBbyCG (CB/CG). 
Divide BGR by BGR of (JSC wells. 

Average of BGRF of stimulated cells (TNF-a max or IL-ip max). 

(100 - (average BGRF of unknown (ceils + inhibitoO/TNF-a max or iL-p max) 

X 100). 
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[0374] Representative suifonylaminocarbonyl derivatives useful in the present invention were tested at a concentra- 
tion of 1 0 p.M for the ability to Inhibit NF-kB mediated transcription using the method described above, and the results 
are shown betow In Table 3 in the column labeled "Percent Inhibition at 10 ^M." 

Table 3. 



inhibition of NF-kB Mediated Transcription (Page 1 of 9) 


Example No. 


Percent inhibition at 10 ^M 


1 


24.83 


2 


37.20 


3 


79.34 


4 


35.32 


5 


56.40 


6 


64.92 


7 


37.04 


8 


<10a 


9 


33.15 


10 


39.74 


11 


60.11 


12 


67.02 


13 


<10 


14 


13.84 


16 


12.56 


16 


<10 


17 


43.76 


18 


35.92 


19 


20.24 


20 


<10 


21 


29.41 


22 


20.17 


23 


38.67 


24 


30.97 


25 


33.24 


26 


32.80 


27 


26.15 


28 


30.20 


29 


38.49 


30 


52.05 


31 


74.02 



B '<10' means percent inhibition was >0 ^m. but < 10 ^m. 
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Tables, (continued) 



Inhibition of NF-kB Mediated Transcription (Page 1 of 9) 


Example No. 


Percent Inhibition at 10 }iM 


32 


20.33 


33 


58.63 


34 


24.30 


35 


<10 


36 


51.23 


37 


<10 


38 


31.49 


39 


<10 


40 


<10 


41 


<10 


42 


<10 


43 


70.23 


44 


<10 


45 


53.50 


46 


34.79 


47 


41.89 


48 


13.77 


49 


22.93 


50 


39.06 


51 


47.24 


52 


<10 


53 


61.31 


54 


<10 


55 


55.07 


56 


<10 


57 


20.38 


58 


<10 


59 


<10 


60 


<10 


61 


27.45 


62 


<10 


63 


23.03 


64 


55.44 


65 


16.44 


66 


<10 


67 


13.82 


68 


34.32 


69 


75.49 


70 


<10 


74 
fl 


<1 U 


72 


14.11 


73 


<10 


74 


37.58 


75 


<10 


76 


<10 


77 


<10 


78 


40.90 


79 


<10 
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Table 3. (continued) 



10 



15 



20 



30 



40 



50 



Inhibition of NF-kB Mediated Transcription (Page 1 of 9) 


Example No. 


Percent inhibition at 1 0 (iM 


80 


<10 


81 


<10 


82 


<10 


83 


10.58 


84 


44.82 


85 


44.99 


86 


16.00 


87 


<10 


86 


<10 


89 


31.94 


90 


13.55 


91 


39.69 


92 


<10 


93 


14.51 


94 


<10 


95 


33.07 


96 


10.70 


97 


<10 


98 


<10 


99 


<10 


100 


50.03 


101 


<10 


102 


20,58 


103 


<10 


104 


<10 


105 


<10 


106 


72.28 


107 


<10 


108 


<10 


109 


51.35 


110 


15.48 


111 


<10 


112 


<10 


113 


<10 


114 


<10 


115 


38.99 


116 


<10 


117 


<10 


118 


<10 


1 l9 


OD.OD 


120 


54.98 


121 


<10 


122 


65.26 


123 


<10 


124 


11.32 


125 


11.04 


126 


10.02 


127 


74.01 
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Tabled, (continued) 



10 



20 



30 



40 



50 



Inhibition of NF-kB Mediated Transcription {Page 1 of 9) 


Example No. 


Percent Inhibition at 10 


128 


<10 


129 


<10 


130 


<10 


131 


33.39 


132 


<10 


133 


<10 


134 


18.39 


135 


<10 


136 


<10 


137 


<10 


138 


66.16 


139 


65.52 


140 


38.70 


141 


<10 


142 


53.87 


143 


65.81 


144 


16.19 


145 


<10 


146 


28.31 


147 


<10 


148 


<10 


149 


<10 


150 


<10 


151 


<10 


152 


<10 


153 


<10 


154 


77.73 


155 


<10 


156 


<10 


157 


<10 


158 


25.90 


159 


10.14 


160 


34.22 


161 


51.45 


162 


75.35 


163 


62.44 


164 


55.18 


165 


28.67 


166 


<10 




/in AH 
4U.U 1 


168 


39.14 


169 


21.31 


170 


78.57 


171 


62.23 


172 


86.90 


173 


36.94 


174 


32.24 


175 


<10 
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Tables, (continued) 



Inhibition of NF-kB Mediated Transcription (Page 1 of 9) 


Example No. 


Percent InniDitlon at 10 ^.M 


176 


<10 


177 


63.60 


178 


<10 


179 


<10 


180 


91.96 


181 


<10 


182 


69.81 


183 


<10 


184 


21 .20 


185 


73.94 


186 


18.83 


187 


57.76 


188 


50.76 


189 


15.06 


190 


27.56 


191 


55.66 


192 


63.94 


193 


38.28 


194 


89.85 


195 


91.77 


196 


73.11 


197 


<10 


198 


75.78 


199 


50.73 


200 


72.66 


201 


87.14 


202 


25.39 


203 


52.22 


204 


70.04 


205 


11,72 


206 


47.89 


207 


60.34 


208 


22,39 


209 


56.80 


210 


52.45 


211 


24.65 


212 


60.24 


213 


19,73 


214 


71,74 


Oi K. 
dlD 


/**. f d 


216 


65.43 


217 


37.08 


218 


<10 


219 


15.15 


220 


65.49 


221 


44.70 


222 


<10 


223 


68.21 
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Tables, (continued) 



Inhibition of NF-kB Mediated Transcription (Page 1 of 9) 


Example No. 


Percent Inhibition at 10 


224 


<10 


225 


26.39 


226 


46.34 


227 


77.28 


228 


76.08 


229 


75.79 


230 


75.15 


231 


78.10 


232 


76.92 


233 


76.94 


234 


76.65 


235 


146.92 


236 


79.42 


237 


57.13 


238 


12.0 


239 


<10 


240 


10.3 


241 


<10 




< 1 U 


243 


<10 


244 


<10 


245 


16.1 


246 


<10 


247 


14.8 


248 


11.4 


249 


<10 


250 


<10 



[0375] As shown by cell-based assay data, the sulfonylaminocarbonyl derivatives in Table 3 are inhibitors of NF-kB 
mediated transcription that are able to cross cell membranes and reach a target in a NF-kB signal pathway. Accordingly, 
the sulfonylaminocarbonyl derivatives are useful in the present Invention for treating a disease or a disorder responsive 
to the inhibition of NF-kB such as, for example, rheumatoid arthritis and osteoarthritis, autoimmune diseases, psoriasis, 
asthma, cardiovascular diseases such as, for example, atherosclerosis, acute coronary syndromes including myocar- 
dial infarction and unstable angina, and congestive heart failure, Alzheimer's disease, multiple sclerosis, cancer, type 
li diabetes, metabolic syndrome X, and inflammatory bowel disease. 

[0376] In canying out the methods for treating a disease or a disorder responsive to the Inhibition of NF-kB of the 
present invention, sulfonylaminocarbonyl derivatives useful In the present invention may be administered in a number 
of phamnaceuticatly acceptable oral and parenteral fomns. Thus, the sulfonylaminocarbonyl derivatives can be admin- 
istered by injection, that is, intravenously, intramuscularly, intracutaneously, subcutaneously, Intraduodenally, or Intra- 
perltoneally. Also, the sutfonylaminocarbonyl derivatives can be administered by Inhalation, for example, Intranasally. 
Additionally, the sulfonylaminocarbonyl derivatives can be administered transdermally. The following dosage forms 
may comprise as the active component a compound of Fonnula I or Formula II, or another sulfonylaminocarbonyl 
derivative useful in the present Invention, or a pharmaceutically acceptable salt thereof. 

[0377] For preparing phamiaceutlcal compositions from the compounds of the present invention, pharmaceutically 
acceptable carriers can be either solid or liquid. Solid form preparations Include powders, tablets, pills, capsules, ca- 
chets, suppositories, and disperslble granules. A solid carrier can be one or more substances, which may also act as 
diluents, flavoring agents, binders, preservatives, tablet disintegrating agents, or an encapsulating material. 
[0378] In powders, the earner is a finely divided solid, which is in a mixture with the finely divided active component. 
[0379] in tablets, the active component is mixed with the cannier having the necessary binding properties in suitable 
proportions and compacted In the shape and size desired. 
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[0380] The powders and tablets preferably contain from five or ten to about seventy percent of the active compound. 
Suitable carriers are magnesium carbonate, magnesium stearate, talc, sugar, lactose, pectin, dextrin, starch, gelatin, 
tragacanth, methylcellulose. sodium carboxymethylceltulose. a tow melting wax, cocoa butter, and the like. The temn 
"preparation" Is intended to include the formulation of the active compound with encapsulating material as a cannier 
5 providing a capsule in which the active component with or without other carriers, is surrounded by a carrier, which is 
thus in association with It. Similarly, cachets and lozenges are included. Tablets, powders, capsules, pills, cachets, and 
lozenges can be used as solid dosage forms suitable for oral administration. 

[0381] For preparing suppositories, a low melting wax, such as a mixture of fatty acid glycerides or cocoa butter, is 
first melted, and the active component is dispersed homogeneously therein, as by stirring. The molten homogenous 
10 mixture is then poured into convenient sized molds, allowed to cool, and thereby to solidify. 

[0382] Liquid fomri preparations include solutions, suspensions, and emulsions, for example, water or water propyl- 
ene glycol solutions. For parenteral injection, liquid preparations can be formulated in solution in aqueous polyethylene 
glycol solution. 

[0383] Aqueous solutions suitable for oral use can be prepared by dissolving the active component in water and 
15 adding suitable colorants, flavors, stabilizing and thickening agents as desired. 

[0384] Aqueous suspensions suitable for oral use can be made by dispersing the finely divided active component in 
water with viscous material, such as natural or, synthetic gums, resins, methylcellulose, sodium carboxymethylcellu- 
lose, and other well-known suspending agents. 

[0385] Also Included are solid form preparations, which are Intended to be converted, shortly before use, to liquid 
20 fomn preparations for oral administration. Such liquid forms include solutions, suspensions, and emulsions. These 
preparations may contain, in addition to the active component, colorants, flavors, stabilizers, buffers, artificial and 
natural sweeteners, dispersants, thickeners, solubilizing agents, and the like. 

[0386] The phamiaceutical preparation is preferably in unit dosage form. In such fonn the preparation is divided into 
unit doses containing appropriate quantities of the active component. The unit dosage fonm can be a packaged prep- 
25 aratlon, the package containing discrete quantities of preparation, such as packeted tablets, capsules, and powders 
in vials or ampoules. Also, the unit dosage fomi can be a capsule, tablet, cachet, or lozenge itself, or it can be the 

appropriate number of any of these in packaged fonn. 

[0387] The quantity of active component in a unit dose preparation may be varied or adjusted from 0.1 mg to 100 
mg preferably 0.5 mg to 1 00 mg according to the particular application and the potency of the active component. The 

30 composition can, if desired, also contain other compatible therapeutto agents. 

[0388] In therapeutic use as antagonists or as agents for the treatment of diseases, the compounds utilized in the 
phamiaceutlcal method of this Invention are administered at the initial dosage of about 0.01 mg to about 100 mg/kg 
dally. A daily dose range of about 0.01 -mg to about 10 mg/kg is preferred. The dosages, however, may be varied 
depending upon the requirements of the patient, the severity of the condition being treated, the compound being em- 

35 ployed. Detemilnatlon of the proper dosage for a particular situation is within the skill of the art. Generally, treatment 
is initiated with smaller dosages, which are less than the optimum dose of the compound. Thereafter, the dosage is 
Increased by small increments until the optimum effect under the circumstances is reached. For convenience, the total 
daily dosage may be divided and administered in portions during the day, if desired. 

[0389] Examples of pharmaceutical preparations of the sulfonylaminocarbonyl derivatives useful in the present in- 
40 vention are described below. Such preparations can be administered to a patient, including a human, from 1 to 6 times 
a day for treatment of diseases and disorders responsive to inhibition of NF-kB mediated transcription. 

FORMUUVTION EXAMPLE 1 

45 [0390] 



Tablet Formulation: 


Ingredient 


Amount (mg) 


Compound of Example 199 


25 


Lactose 


50 


Cornstarch (for mix) 


10 


Cornstarch (paste) 


10 


Magnesium stearate (1%) 


5 


Total 


100 



[0391] The compound of Example 199, lactose, and cornstarch (for mix) are blended to uniformity. The cornstarch 
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(for paste) is suspended in 200 mL of water and heated with stirring to form a paste. The paste is used to granulate 
the mixed powders. The wet granules are passed through a No. 8 hand screen and dried at 80*^0. The dry granules 
are lubricated with the 1% magnesium stearate and pressed into a tablet. 

s FORMULATION EXAMPLE 2 

Coated Tablets: 

[0392] The tablets of fomiulation Example 1 are coated in a customary manner with a coating of sucrose, potato 
10 starch, talc, tragacanth, and colorant. 

FORMULATION EXAMPLE 3 

Infection vials: 

15 

[0393] The pH of a solution of 500 g of the compound of Example 3 and 5 g of disodium hydrogen phosphate is 
adjusted to pH 6.5 in 3 L of double-distiiled water using 2 M hydrochloric acid. The solution is sterile filtered, and the 
filtrate is filled into injection vials, lyophilized under sterile conditions, and aseptically sealed. Each Injection vial contains 
25 mg of the compound of Example 3. 

20 

FORMULATION EXAMPLE 4 
Suppositories : 

25 [0394] A mixture of 25 g of the compound of Example 31 , 1 00 g of soya lecithin, and 1 400 g of cocoa butter Is fused, 
poured Into molds, and allowed to cool. Each suppository contains 25 mg of the compound of Example 31 . 

FORMULATION EXAMPLE 5 

30 Solution: 

[0395] A solution Is prepared from 1 g of the compound of Example 55, 9.38 g of NaH2P04'2H20, 28.48 g of 
Na2HP04-1 2H2O, and 0.1 g benzalkonium chloride in 940 mL of double-distilled water. The pH of the solution is adjusted 
to pH 6.8 using 2 M hydrochloric acid. The solution is diluted to 1.0 L with double-distilled water, and sterilized by 
35 irradiation. A 25 mL volume of the solution contains 25 mg of the compound of Example 55. 

FORMULATION EXAMPLE 6 

Ointment: 

40 

[0396] 500 mg of the compound of Example 119 is mixed with 99.5 g of petroleum jelly under aseptic conditions. A 
5 g portion of the ointment contains 25 mg of the compound of Example 119. 

FORMULATION EXAMPLE 7 

45 

Capsules : 

[0397] 2 kg of the compound of Example 1 80 are filled into hard gelatin capsules In a customary manner such that 
each capsule contains 25 mg of the invention compound. 

50 

FORMULATION EXAMPLE 8 
Ampoules : 

55 [0398] A solution of 2.5 kg of the compound of Example 231 is dissolved in 60 L of double-distilled water The solution 
is sterile filtered, and the filtrate is filled into ampoules. The ampoules are lyophilized under sterile conditions and 
aseptically sealed. Each ampoule contains 25 mg of the compound of 
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Example 231 . 

[0399] Having described the methods of the present invention above, embodiments of the present invention are 
hereupon claimed. 

5 

Claims 

1. The use of a sutfonylaminocarbonyl derivative, or a phamnaceutlcally acceptable salt thereof for the preparation 
10 of a pharmaceutical composition for the treatment of a disease or a disorder responsive to inhibition of nuclear 

factor-KB (NF-kB) transcription factors. 

2. The use according to Claim 1 , wherein the sutfonylaminocarbonyl derivative Is a compound of Fomiula I 

15 

0 0 
II II 

RJ-X-S-N-C-Y-R2 I 

20 i I 

00 

or a phanmaceuticaliy acceptable salt thereof, wherein: 

25 X and Y are selected from oxygen, sulfur and (CR'R")^, wherein n is an integer of from I to 4 and R' and R" 

are each independently hydrogen, alkyi, alkoxy, halogen, hydroxy, acyloxy, cycloalkyi, phenyl optionally sub- 
stituted or R' and R" together form a spirocycloalkyi or a carbonyl; 

with the proviso at least one of X and Y is -(CR'R")„- and with the further proviso when X and Y are both 
(CR'R")n and R' and R" are hydrogen and n is one, R, and R2 are aryl; 
30 R Is hydrogen, a straight or branched alkyi of from I to 8 carbon atoms or benzyl; 

R^ and R2 are each independently selected from: 

(a) phenyl or phenoxy each of which is unsubstituted or is substituted with from 1 to 5 substituents selected 
from: 

35 

phenyl, 

an alkyI group having from I to 6 carbon atoms and which is straight or branched, 
an aikoxy group having from 1 to 6 carbon atoms and which is straight or branched; 
phenoxy, 

40 hydroxy, 
fluorine, 
chlorine, 
bromine, 
nitro, 

45 trifluoromethyl, 
- COOH, 

COOalkyI wherein alkyl has from 1 to 4 carbon atoms and is straight or branched, and 
(CH2)pNR3R4, wherein p is zero or one, and each of R3 and R4 is selected from hydrogen or a 
50 straight or branched alkyl group having 1 to 4 carbon atoms; 

(b) 1- or 2-naphthyl unsubstituted or substituted with from 1 to 3 substituents selected from: 
phenyl, 

ss an alkyl group having from 1 to 6 carbon atoms and which Is straight or branched, 

an aikoxy group having from 1 to 6 carbon atoms and which is straight or branched; 
hydroxy, 
phenoxy. 
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fluorine, 
chlorine, 
bromine, 
nrtro, 

trifluoromethyl, 
- COOH, 

COOall^i wherein alkyi has from 1 to 4 carbon atoms and is straight or branched, and 
(CH2)pNR3R4, wherein p, R3 and R4 have the meanings defined above; 

(c) arylalkyi; 

(d) a straight or branched allcyl chain having from 1 to 20 carbon atoms and which is saturated or contains 
from 1 to 3 double bonds; and 

(e) adamantyl or a cycloallcyl group wherein the cycloalkyi moiety has from 3 to 6 carbon atoms; 
with the provisos: 

(i) where X is (CH2)ni Y is oxygen, and is a substituted phenyl, then R2 Is a substituted phenyl; 

(ii) where Y Is oxygen, X Is (CH2)n. R2 is phenyl or naphthyl, then R^ is not a straight or branched 
alky! chain; and 

(lii) the following compounds are excluded: 



X 


Y 


R 


Rl 


R2 


CH2 


0 


H 


(CH2)CH3 


Ph 


CH2 


0 


H 


CH3 


Ph 


CH2 


0 


H 




i-Pr 













with the further proviso that compounds selected from the group consisting of: 

Sulfamic acid [1 -oxo-3-[2,4,6-tris{1 -methyiethyl)phenyi]propyl]-2,6-bis(1 -methylethyl)phenyl es- 
ter, 

Sulfamic acid [fluoro[2,4,6-tris(1-methy!ethyl)phenyl]acetyll-2,6-bls(1-methylethyl)phenyl ester, 
and 

Sulfamic acid [[2,4,6-trls(1-methyiethyi)phenyl]acetyl]-2,6'bis(phenyl)phenyl ester are excluded. 

The use according to Claim 2, wherein the sulfonylaminocarbonyl derivative is a compound of Fomriula I, or a 
phamiaceutlcally acceptable salt thereof, selected from: 

(1,2,3,4-Tetrahydro-naphthalene-2-cart)onyl)-suIfamic acid 2,6-dlisopropyl-phenyl ester; 
[Bis-(4-chioro-phenyl)-acetyl]-sulfamic acid 2,6-diisopropyi-phenyi ester; 

(Bromo-phenyl-acetyl)-sulfamic acid 2,6-dlisopropyl-phenyl ester; [(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfam- 
Ic acid 4-hydroxy-2,6-dilsopropyl-phenyl ester; 

Methyl-[(2,4,6-trjlsopropyl-phenyl)-acetyll-sulfamic acid 2,6-dilsopropyl-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 2,6-diisopropyi-4-nitro-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyI]-sulfamic acid 4-fluoro-2,6-diisopropyl-phenyi ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 2,6-dimethoxyphenyl ester; 
[(2,4,6-Trlisopropyl-phenyl)-acetyl]-sulfamlc acid 4-amlno-2,6-dlisopropyl-phenyl ester; 
((2,4,6-Trilsopropyl-phenyl)-acetyO-sulfamic acid 2.4,6-trlmethoxy-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-tert-butyl-2,6-diisopropyI-phenyl ester; 
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[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-acetyl-2HSopropyl-phenyl ester; 
((2,4.6-Trilsopropyl-phenyl)-acetyl]-sulfamlc acid 2,6-dilsopropyl-4-methoxy-phenyl ester; 
[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamlc acid 2,6-dichloro-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfanrilc acid dodecyl ester; 
[(2,4,6-Triisopropyl-phenyI)-acetyl]-sulfamlc acid 4-bromo-2,6-dilsopropyl-phenyl ester; 
[(2,4,6-Triisopropyl-phenyI)-acetyl]-sulfamlc acid 2,6-dilsopropyl-4-inethyl-phenyl ester; 
(1-(4-Dimethylamino-phenyl)-cyclopentanecarbonyl]-sulfamlc acid 2,6-diisopropyl-phenyl ester; 
[1-(4-Njtro-phenyl)-cyclopentanecarbonyl]-sulfamic acid 2,6-dijsopropyl-phenyl ester; 

3.5- Diisopropyl-4-{[(2,4,6-triisopropyl-phenyl)-acetyl]sulfamoyloxy}*benzoic add methyl ester; 
Sulfamic acid (phenylacetyl)-2,6-bis(1-methylethyl)phenyl ester; 

Sulfamic acid[[2,4,6-tris(1 -methylethy!)phenyl]acetyt-2,6-bis(1 -methylethyl)phenyl ester; 
Sulfamic acid[[2,6-bls(1-methylethyl)phenyl]acetyl]-2,6-bls(1-methylethyl)phenyl ester; 
Sulfamic acid [[2,4.6-trls(1-methylethyl)phenyl]acetyl-2,4,6-tris( 1-methylethyl)phenyl ester; 
Sulfamic acid[[2,6-bls(1-methylethyl)phenyllacetyl]-2,4,6-tris( 1 -methylethyl)phenyl ester; 
Sulfamic acld[adamantaneacetyn'2,6-bls[1-methylethyl)phenyl ester; 

Sulfamic acid[[2,6-bls(1-methyiethyl)phenyl]acetyl]-2,6-bls(1 -methylethyl)phenyl ester-sodium salt; 
Sulfamic acid[[2,4,6-tris(1 -methylethyl)phenyl)acetyi]-2,6-bis{1-methylethyl)phenyl ester-sodium salt; 
Sulfamic acid (decanoyl)-2,6-bis-(1-methy}ethyl)phenyl ester; 

Sulfamic acid (dodecanoyl)-2,6-bis-(1 -methylethyl)phenyi ester; 2,6-Bls(1-methylethyl)-N-[p,4,6-tris(1 -meth- 
ylethyl)phenyl]-methyl]sutfonyl]benzeneacetamide; 

2.6- Bis(1 -methylethyl)-N'[[[2,4,6-trls( 1 -methylethyl)phenyl]-methyl]sulfonyl]benzeneacetamide-sodlum salt; 
2,6-Bis(1-methylethyl)phenyl[[[2,4,6-tris(1-methyiethyl)phenyl]-methyl]sulfonyi]carbamate; 

2,6-Bis(l -methylethyl)phenyl[[[2.4,6-tris(1-methylethyl)phenyl]-methyt]sulfonyijcarbamate-sodium salt; 

Sulfamic acid (1-oxo-3,3'diphenylpropyt)-2,6-bis(1-methylethyl)phenyl ester; 

Sulfamic acid [2,6-dichlorophenyl(acetyl))-2,6-bis(1-methylethyl)phenyl ester; 

Sulfamic acid [2,6-dlchlorophenyi(acetyl)]-2,6-bls(1-methyiethyl)phenyl ester sodium salt; 

Sulfamic acid trans-[(2-phenyicyclopropyl)carbonyl]-2,6-bis(1-methylethyl)phenyl ester; 

Sulfamic acid [2,5-dlmethoxyphenyl(acetyl)]-2,6-bls(1 -methylethy!)phenyl ester; 

Sulfamic acid [2,4,6-trimethoxyphenyl(acetyl)]-2,6-bis(1 -methylethyl)phenyl ester; 

Sulfamic acid [2,4,6-trimethylphenyl(acetyl)]-2,6-bls(1-methylethyl)phenyl ester; 

Sulfamic acid [2-thiophenyl(acetyl)]-2,6-bjs(1-methylethyl)phenyi ester; 

Sulfamic acid [3-thiophenyl(acetyl)]-2,6-bls(1-methylethyl)phenyl ester; 

Sulfamic acid [2-methoxyphenyl(acetyl)]-2,6-bis(1 -methylethyl)phenyl ester; 

Sulfamic acid (oxophenylacetyl)-2,6-bis(1-methylethyl)phenyl ester; 

Sulfamic acid [2'tnfluoromethylphenyl(acetyl)]-2,6-bis(1-methylethyl)phenyl ester; 

Sulfamic acid (1-oxo-2-phenylpropyl)-2,6-bls(1-methylethyl)phenyl ester; 

Sulfamic acid (cyclopentylphenylacetyl)-2,6-bis(1-methylethyl)phenyl ester; 

Sulfamic acid (cyclohexyiacetyl)-2,6-bls(1-methylethyi)phenyl ester; 

Sulfamic acid (diphenylacetyl)-2,6-bls(1-methylethyl)phenyt ester; 

Sulfamic acid (triphenyiacetyl)-2,6*bis(1-methylethyl)phenyl ester; 

Sulfamic acid [(1-phenylcyclopentyl)carbonyl]-2,6-bis(1-methylethyl)phenyl ester; 

Sulfamic acid (3-methyl-1-oxo-2-phenylpentyl)-2,6-bjs(1-methylethyl)phenyl ester; 

Sulfamic acid (1-oxo-2-phenylbutyl)-2,6-bis{1-methylethyl)phenyl ester; 

Sulfamic acid (cyclohexylphenyl-acetyl)-2,6-bls(1-methylethyl)phenyl ester; 

Sulfamic acid (1-oxo-2,2-dlphenylpropyl)-2,6-bis(1-methylethyl)phenyl ester; 

Sulfamic acid [(9H-fluoren-9-yl)carbonyl]-2,6-bls(1-methylethyl)phenyl ester; 

Sulfamic acid (1-oxo-3-phenylpropyi)-2,6-bls(1 -methylethyl)phenyl ester; 

Sulfamic acid [1 -oxo-3-[2,4,6-trjs(1 -methyiethyl)phenyl]-2-propenyl]-2,6-bls(1 -methyiethyl)phenyl ester; 
Sulfamic acid [(acetyloxy)[2,4,6-tris(1-methylethyl)phenyl]acetyI]-2,6-bls(1-methylethyl)phenyl ester; 
Sulfamic acid [hydroxy[2,4,6-tris(1-methylethyl)phenyl]acetyl]-2,6-bis(1-methylethyl)phenyl ester; 
Sulfamic acid (3-methyi-1-oxO'2'phenylpentyl)-2,6-bis(1-methylethyl)phenyl ester sodium salt; 
Sulfamic acid [[2,4,6-tris(1-methylethyl)phenoxy]acetyl]-2,6-bls(1-methylethyl)phenyl ester; and 
Sulfamic acid [[2,6-bis(1-methylethyl)phenoxy]acetyl]-2,6-bis(1-methylethyl)phenyl ester 

The use according to Claim 2, wherein the sulfonylamlnocarbonyl derivative is sulfamic acid [[2,4,6-tris(1-methyl- 
ethyi)phenyl]acetyl-2,6'bis(1-methyiethyl)phenyl ester, or a pharmaceuticaily acceptable salt thereof. 

The use according to Claim 1 , wherein the sulfonylamlnocarbonyl derivative Is a compound of Formula II 
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II 



or a pharmaceutically acceptable salt thereof wherein: 
Is hydrogen, alkyi, or alkoxy; 

to R^ are alkyI, alkoxy, or unsubstltuted or substituted phenyl; and 
R6 is -CN, 

- (CH2)o.i-NR7R^ 

- 0-(CH2)i.io"Z, wherein Z is -NR^Rio, OR^ or CO2RI, 

- OC(=0)R", 

- SRII, 
. SCN, 

S(CH2)i.ioZ, 

- S{0)i.2R^2, wherein R12 js hydroxy, alkoxy, alkyI, (CH2)moZ or NR^RS, 

- C(=0)XR11. or 

- CHg-Ris, wherein Ri3 is (CH2)o.5-Y-(CH2)o.5Z, oralkyi of from 1 to 20 carbons with from 1-3 double bonds, 
which alkyI is optionally substituted by one or more moieties selected from -CN, NOg, halogen, 0R^ 
NR9R10 and CO2RI; 

wherein R^ and R^ are each independently selected from: 
hydrogen, at least one of R^ and R® is other than hydrogen, 

(CH2)vioZi wherein Z Is as defined above and R^ and R^^ are each independently selected from hydrogen, 
alkyi, and unsubstltuted or substituted phenyl, or 

R® and Ri° are taken together with the nitrogen to which they are attached to fomn a ring selected from: 



I I 

— N-(CH2)2— 0-(CH9>>, 



-N-(CH2)2— S-(CH2)2. 



— N-(CH2)2 CR'4r15_(ch2),.2. 

and 



— N-(CH2)2— NR^^— (CH2)2, 

wherein R^* B^^, and R^^ are each independently selected from hydrogen, alkyI, and unsubstltuted or sub- 
stituted phenyl; 
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- C(=Q)XR^\ wherein X is a bond or NIH wherein Q is 0 or S, R^^ is hydrogen, alkyl, unsubstituted or 

substituted phenyl, 

• (CH2)o-5-Y-{CH2)o.5Z, wherein Z is as defined above and Y is phenyl or a bond; 

- C(=0)-CR17R182; 

- C(=0)NHCR''7R''^Z, wherein R^^ and R^^ are each independently hydrogen, allcyl, phenyl, substituted 

phenyl, or the side chain of a naturally occurring amino acid; 

S(0)^.2R^®, wherein R^® is alkyl, unsubstituted or substituted phenyl, naphthyl, or a heteroaromatic ring, 
orNR^RiOor 

R7 and R^ are taken together with the nitrogen to which they are attached to form a ring selected from: 



~N-(CH2)2— 0-(CH2)2, 



-N-(CH2)2— S-(CH2)2. 



— N~(CH2)2 — CR^^R^^— (CH2)i.2 

and 



— N-(CH2)2— NR — (CH2)2> 

wherein R^^, B^^, and R^^ are as above, with the proviso that compounds selected from the group consisting of: 

[(2,4,6-Triisopropyi-phenyl)-acetyl]-sulfamic acid 4-fonnyl-2,6-diisopropyi-phenyl ester; 
[(2,4,6-Triisopropyi-phenyl)-acetyl]-sulfamic acid 4-(2-cyano-vinyl)'2,6-diisopropyl-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 2,6-diisopropyl-4-(4-methyl-pipera2in-1-yimethyl)-phenyl 
ester, dihydrochloride; 

[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamicacid 4-[bis-(2-hydroxyethyl)-amlno]-2,6-dlisopropyl-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 2,6-dlisopropyl-4-(3-phenyl-thioureldo]-phenyl ester; and 
[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamic acid 2,6-dlisopropyl-4-sulfamoyl-phenyl ester 
are excluded. 

The use according to Claim 5, wherein the suifonylaminocarbonyi derivative is a compound of Fomriula It, or a 
phamiaceutlcally acceptable salt thereof, selected from: 

6-(3,5-Dilsopropyl-4-{[(2,4,6-trlisopropyl-phenyl)-acetyl]sulfamoyloxy)-phenyl)-hexanoic acid ethyl ester; 
3-[3-(3,5-Dlisopropyl-4-{[(2,4,6-triisopropyl-phenyl)-acetyl]sulfamoyioxy}-phenyl)-ureido]-propionic acid ethyl 
ester; 

{[4-(1 -Hydroxy-1 -methyl-ethyl)-2,6-diisopropyl-phenyl]-acetyl}-sulfamic acid 2.6-dilsopropyl-phenyl ester; 
[2-(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamic acid 4-((S)-2-amlno-4-methyl-pentanoylamlno)-2,6-dlisopro- 
pyl-phenyi ester; compound with trifluoro-acetic acid; 

[(2,4,6-Trlisopropyl-phenyl)-acetyl]-sulfamic acid 4-{3-tert-butyl-ureido)-2,6-diisopropyl-phenyl ester; 
[2-(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamto acid 4-(3-amino-propionylamino)-2,6-dilsopropyl-phenyl ester; 
compound with triftuoro-acetic acid; 

[(2,4,6'Triisopropyt-phenyl)-acetyl]-sutfamic acid 4-(2-cyanovinyl)-2,6-diisopropyl-phenyl ester; 
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[2-(2,4,6-Triisopropyl-phenyl)-acetylJ-sulfamlc acid 4-({S)-2-annino-3-hydroxy-propionylamlno)-2,6-diisopro- 
pyl-phenyl ester; compound with trifluoro-acetic acid; 

[2-(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamic acid 4-((S)-2-amino-4-carbamoyl-butyrylamlno)-2,6-diisopro- 
pyl-phenyl ester; compound with trifluoro-acetic acid; 

[2-(2.4,6-Triisopropyl-phenyl)-acetyl]'8ulfamic acid 4-((S)-2-amino-3-methyl-butyrylamino)-2,6-diisopropyl- 

phenyl ester; compound with trifluoro-acetic acid; 

[{2,4,6-Triisopropy!-phenyl)-acetyl]-sulfamic acid 4-[3-{3,5-dichloro-phenyl)-thioureido]-2,6-diisopropyl-phe- 
nyl ester; 

(S)-[5-tert-Butoxycarbonylamlno-5-(3,5'diisopropyl-4'{[(2,4,6-triisopropyl-phenyl)-acetyl]sutfamoyloxy}-phe- 
nylcarbamoyl)-pentyl]-carfoamic acid tert-butyl ester; 

(S)-[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-(2,6-diamlno-hexanoylamino)-2,6-dlisopropyl-phenyl 

ester dihydrochloride; 

[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamlc acid 4-(2-t-butoxycarbonylamino-acetylamino)-2,6-dilsopropyl- 
phenyl ester; 

((2,4,6-Triisopropyl-phenyl)-acetyl]-su!famic acid 4-(2-amlno-acetyIamlno)-2,6-dllsopropyl-phenyl ester; 
[(2,4,6-Trlisopropyl-phenyl)-acetyl]-sulfamic acid 4-{2-t-butoxycarbonylamino-4-methylsutfanyl-butyrylami- 

no)-2,6-diisopropyl-phenyl ester; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-(2-amino-4-methyisulfanyl-butyrylamino)-2,6-diisopropyi- 
phenyl ester trifluoroacetate; 

3-[3-(3,5-Diisopropyl-4- { [(2,4,6-triisopropyl-phenyi)-acetyl]sulfamoyloxy)-phenyl)-ureido]-proplonic acid 

ethyl ester; 

3-[3-(3,5-Diisopropyl-4-{[(2,4,6-trlisopropyl-phenyl)-acetyl]sulfamoyloxy)-phenyl)-ureidol-propionic acid; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-[2-amino-3-( 1 H-indol-3-yl)-propionylamino]-2,6-diisopro- 
pyl-phenyl ester; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-(5-amino-pentanoylamino)-2,6-dilsopropyl-phenyl ester 

trifluoroacetate(1 :1 )(salt); 

(D)-[(2,4,6-Trllsopropyl-phenyl)-acetyl]-sulfamic acid 4-(2-amino-propionylamino)-2,6-diisopropyl-phenyl es- 
ter trifluoroacetate(1 :1)(salt); 

(L)-[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamic acid 4-(2-amino-proplonylamino)-2,6-dilsopropyl-phenyl es- 
ter; 

[(2,4»6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4>(2-amino-2-methyl-propionylamino)-2,6-diisopropyl-phe- 
nyl ester; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-(3-dimethylamino-propoxy)-2,6-diisopropyl-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-(3-dimethylamlno-propoxy)-2,6-diisopropyl-phenyl ester 
hydrochloride salt; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-(3-amino-propoxy)-2,6-diisopropyl-phenyt ester hydro- 
chloride salt; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 2,6-diisopropyl-4-thiocyanato-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 4-cyano-2,6-dilsopropyl-phenyl ester; 
[(2,4,6-Trilsopropyl-phenyl)-acetyl]-sulfamic acid 4-[(2-amino-acetylamino)-methyl]-2,6-diisopropyl-phenyl 
ester; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfam!C acid 4-(benzylaminomethyl)-2,6-diisopropyl-phenyi ester mono 
hydrochloride; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-carbamoyl-2,6-diisopropyl-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-hydroxymethyl-2,6-dllsopropyl-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyi]-suifamic acid 4-acetylamlno-2,6-diisopropyl-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-(2-hydroxyethy[amino)-2,6-diisopropyl-phenyl ester; 
[(2.4,6-Triisopropyl-phenyl)-acetyl]-sultamic acid 4-[3-(2,6-diisopropyl-phenyi)-ureido]-2,6-diisopropyl-phenyl 
ester; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamic acid 2,6-dlisopropyl-4-(3-phenyl-ureido]-phenyl ester; 
[(2,4,6-Triisopropyl-phenyt)-acetyl]-sulfamicacid2,6-diisopropyl-4-(thiophene-2-sulfonylamino)-phenyl ester; 
[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 4-(5-dlmethyiamino-naphthalene-1 -sulfonylamino)- 2,6-di- 

Isopropyl-phenyl ester; 

[(2,4,6-Triisopropyl-phenyl)-acetyl]-sulfamlc acid 2,6-dllsopropyl-4-methanesulfonylamino-phenyl ester; 
6-(3,5-Diisopropyl-4-{[(2,4,6-trilsopropyl-phenyl-acetyl]suffamoyloxy}-phenyl)-hexanoic acid ethyl ester; and 
6-(3,5-Diisopropyl-4-{[{2,4,6-triisopropyl-phenyl-acetyl]sulfamoyloxy}-phenyl)-hexanolc acid. 

The use according to Claim 1 , wherein the sulfonylaminocarbonyl derivative is a compound, or a pharmaceutically 
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acceptable salt thereof, selected from: 

(9H-Xanthene-9-carbonyl)-sulfamic acid 2,6-dnsopropyl-phenyl ester; 
{(E)-2-Methyl-3-phenyi-acryloyl)-sulfamlc acid 2,6-diisopropyl-phenyl ester; and 
(2-Oxo-2H-chromene-3-carbonyl)-sulfamic acid 2,6-diisopropyt-phenyl ester. 

The use according to Claim 1 , wherein the sulfonylaminocarbonyl derivative is a compound, or a pharmaceuticaily 
acceptable salt thereof, selected from: 

Carbamic acid, [(phenylamino)sulfonyl]-, 2,6-bis(1-methylethyl)phenyl ester; 

Carbamic acid, [(phenylamlno)su(fonyl]-, 2,6-bls(1,1-dlmethylethyl)-4-hydroxyphenyl ester; 

Carbamic acid, [{phenylamino)sulfony}]-, 2,6-bis(1,1-dlmethylethyl)phenyl ester; 

Carbamic acid. [{didecylamino)sulfonyl]-, 2,6-bis(1,1-dimethylethyl)-4-methylphenyi ester; 

Carbamic acid, [[bis(1-methylethyl)am)no]sulfonyl]-, 2,6-bis(1-methylethyl)phenyl ester; 

Carbamic acid, [(dlpentylamlno)sulfonyl]-, 2,6-bis(1-methylethyt)phenyl ester; 

Carbamic acid, [[(diphenylmethyl)amino]sulfonyl]methyl-, 2,6-bis(1,1-dimethylethyi)phenyl ester; 

DL-Tryptophan, a-methyl-N-[[[(tricyclo[3.3.1 .l3.7]dec-2-yioxy)carbonyl]amino]sulfonyl]-, methyl ester; 

Carbamic acid, sulfonylbis-, bis[2,6-bis(1-methylethyl)phenyl] ester; 

Carbamic acid, [I[2-(phenylmethyl)phenyl]amino]sulfonyl]-, 2,6-bis(1,1-dimethylethyl)phenyl ester; Me- 
thyl[[2,6-bis(1 -methylethyl)phenyl amino]su]fonyl]carbamate; Dodecyl[[2,6-bls(1 -methylethyl)phenyl]amino] 
sulfonyl]carbamate; 2,6-Bls( 1 , 1 -dimethylethyl)-4-methoxyphenyl [[(2,2-diphenylethyl)-amlno]sulf onyQcar- 
bamate; 

2,6-Bis(1,1-dimethylethyl)-4-methoxy phenyi [[[2,6-bis{1-methylethyl)phenyl]amino]sulfonyl]carbamate; 

2,6-Bis(1,1-dimethylethyl)phenyl-[[(dlphenylmethyl)amino]-sulfonyl]carbamate; 

2,6-Bis(1 ,1 -dlmethylethyl)phenyl [[[2,6-bis(1 -methylethyl)phenyl]-amlno]sutfonyll carbamate; 

2,6-Bis(1,1-dimethylethyl)phenyl [[(2,2-diphenylethyl)amino]-sulfonyl]carbamate; 

2,6'Bis(1,1-dimethylethyl)phenyl [[bls(phenylmethyl)amino]-sulfonyl]carbamate; 

2,6-bis(1-methylethyi)phenyl[(diphenyl-amino)sulfonyl]carbamate; 

2,6-Bis(1-methylethyl)phenyl[(dibutyl-amino)sulfonyt]carbamate; 

2,6*Bis(1-methylethyl)phenyl[[bls(phenyl-methyl)amino]sulfonyl]-carbamate; 

2,6-Bis(1-methylethyl)phenyl[(1fH-benzimidazol-2-ylamino)-sulfonyl]carbamate; 

2,6-Bis(1-methylethyl)phenyl [[2,2-diphenylethyl)amino]suifonyl]-carbamate; 

2,6-Bis(1 -methylethyl)phenyl[[[2,6-bis( 1 -methylethyi)phenyi]-amlno]sulfonyi]carbamate; 

2,6-Bis{1-methylethyl)phenyl[[(diphenyl-methyl)aminolsulfonyl]-carbamate; 

2,6-Bls(1,1-dimethylethyl)-4-methyl-phenyl[[(dlphenylmethyl)-amino]sulfonyl]carbamate; 

2,6-Bls(1,1-dimethylethyl)-4-methyl-pheny([[[bis(2,6-bis(1-methylethyl)phenyl]aminoIsulfonyl]carbamate; 

2,6-Bis(1 ,1 -dlmethyiethyl)-4-methyl-phenyi[[(2,2-diphenylethyl)-amino] sulfonyl]-carbamate; 

2,6-Bis(1,1-dimethyiethyl)-4-methyl-phenyl[{dibutylamino)-suifonyl]carbamate; 

2,6-Bis(1 ,1 -dimethylethyl)-4-methyl-phenyl [(dipentylamino)-sulfonyl]carbamate; 

2,6-Bls(1 ,1 -dimethyiethyl)-4-methyl-phenyl [Ibis( 1 -methylethyl)amino]sulfonyl]carbamate; 

2,6-Bls( 1 ,1 -dimethylethyl)-4-methyI-phenyl [(dihexyiamino)-sutfonyl]carbamate; 

2,6-Bls(1 ,1 -dimethyiethyl)-4-methyl-phenyl [(hexylamlno)-sulfonyl]carbamate; 

2,6-Bis(1,1-dimethyiethyl)-4-methyl-phenyi[[methyl(2-phenylethyl)amino]sutfonyi]carbamatei 

2,6-Bls( 1,1-dimethylethyl)-4-methyl-phenyl[[[bis-3-(dimethylamino)propyl]amino]-sulfonyl]carbamate; 

2,6-Bis(1 ,1 -dimethyiethyl)-4-methyl-phenyi[(methyl octyl amino)-sulfonyl]carbamate; 

2,6-Bis{ 1,1-dimethylethyl)-4-methyl-[(bis[(tetrahydro-2-furanyl)methyl]amlno]sulfonyl]carbamate; 

2,6-Bjs(1 ,1 -dimethylethyl)-4-methyl -phenyl[(dioctylamino)-sulfonyl]cartoamate; 

2.6-Bis{1,1-dimethylethyl)-4-methyl-phenyl[[Imethyl 2-(2-pyridinyl)ethyl]amlno]sulfonyl]carbamate, hydro- 
chloride salt; 

2,6-Bis(1 ,1 -dimethylethyl)-4-methyl-phenyl[[[methyl 2-(2-pyridinyl)ethyl]amlno]-sulfonyl]carbamate, sodium 
salt; 

2,6-Bis(1,1-dlmethylethyl)-4-methyl-phenyl[(dodecylamlno)-sulfonyl]carbamate; 

2,6-Bis(1 -methylethyl)phenyl [[bis(1 -methylethyl)amino]sulfonyt]-carbamate; 

2,6-Bis( 1 -methylethyl)phenyl[[( 1 -methylethyl)phenylmethyl)-amino]sulfonyl]carbamate; 

2,6-Bis( 1 -methylethyl)phenyl[(hexyl-amino)suifonyl]carbamate; 

2,6-Bis(1 -methylethyl)phenyl [(dioctyl-amino)sulfonyl]cart)amate; 

2.6-Bis( 1 -methylethyl)phenyl[[cyclo-hexyl(1 Hnethylethyl)amino]-sulfonyl]carbamate; 

2,6-Bis( 1-methylethyl)phenyl[(methyl-octylamino)sulfonyl]-carbamate; 
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2,6-Bis{1-methylethyl)phenyl [(dihexyl-amino)sulfonyl]carbamate; 
Dodecyl [[(2,4,6-trlmethoxyphenyl)anriino]-sulfonyl]carbamate; 
2,6-Bis(1 -methylethyl)phenyl ester(4-nnorpholinylsultonyl)-cait>amic acid; 
2,6-Bjs(1-methylethyl)phenyi ester( 1 -piperidinylsulfonyl)carbamic acid; 
2,6-Bls(1 -methylethyl)phenyl ester(1 -pyrrolldinylsuIfonyO-carbamic acid; 
2,6-Bis(1 -methylethyl)phenyl esterI(2,3-dihydro-1 H-indol-1 -yl)sulfonyl]carbamlc acid; 
2,6-Bis(1-methylethyl)phenyl[{dibutylamino)sulfonyl]carbamate monosodium salt; and 
2,6-Bis(1 ,1 -dimethylethyl)phenyl[[(dlphenylmethyl)amino]-sulfonyl]methyl carbamate . 

9. The use according to Claim 1 , wherein the sulfonylaminocarbonyl derivative is a compound, or a pharmaceutically 
acceptable salt thereof, selected from: 

Urea, N-[2,6-bls(1-methylethyl)phenyl]-N'-[(dipropylamino)-suffonyl]-; 

Urea, N-(2,2-dlmethyl-4-phenyl-1 ,3-dioxan-5-yl)-N'-[[{tricyclo[3.3.1 .l^-^Jdec- 1 -ylmethyl)amino]sulfonyl]-, (4S- 
cisy, 

Urea, N-(2,2-dimethyl-4-phenyM,3-dioxan-5-yl)-N'-([(2,2-dimethyl-4-phenyl-1,3-dloxan-5-yl)amino]sulfonyl]-, 

stereoisomer; 

N-[2,6-bis{1-methylethyl)phenyl]-N'-[[bts(1-methylethyl)amino]-sulfonyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[[(diphenylmethyl)amino]-sulfonyl]urea; 

N-[2,6-bis(1-methy!ethyl)phenyl]-N'-[{diphenylamlno)-sulfonyl)urea; 

N-[2,6-bis(1-methy!ethyl)phenyl]-N'-[{dibutylamino)sulfonyl]urea; 

N-[[[2,6-bis(1-methylethyl)phenyl]amino)-sulfonyl]-N*-(diphenylmethyl)urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[[[2,6-bis(1'methylethyl)-phenyl]amino]sulfonyl]urea; 

N-[2,6-bls(1-methylethyl)phenyl]-N'-[[(2,2-diphenylethyl)-amino]sulfonyl]urea; 

N-[2,6-bis( 1-methylethyl)phenyl]-N'-[(9H-fluoren-9-ylamlno)-sulfonyl]urea; 

N-[2,6-bis( 1-methylethyl)phenyl]-N'-[[bis(phenyImethyl)amino]-sulfony!]urea; 

N-[2,6-bis( 1 -methylethyl)phenyl]-N'-[[( 1 -methylethyl)-(phenylmethyl)amino]sulfonyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[(dioctylamino)sulfonyl]urea; 

N-[2,6-bis( 1 -methylethyl)phenyl]-N'-[(4-phenyl-1 -plperidinyl)-sulfonyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[{dihexylamino)su!fonyl]-urea; 

N-[[bis[3-(dimethylamino)propyl]amino]-sulfonyl]-N'-[2,6-bis(1-methylethyl)phenyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[(hexylamino)sulfonyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[[bis-[(tetrahydro-2-furanyl)methyl]amino]sulfonyl]-urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[(diethylamino)sulfonyl]urea; 

N-[2,6-bis( 1 -methylethyl)phenyl]-N -[(methyloctyl amlno)sulfonyl)urea; 

N-[2,6-bis(1 -methylethyl)phenyl]-N'-[[cyclohexyl(1 -methylethyl)amino] sulfonyl]urea; 

N-[2,6-bis(1 -methylethyl)phenyl]-N'-[(dipentylamino)sutfonyl]-urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[[bis(2-methylpropyl)amino]-su!fonyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[[ethyl{2-propenyl)amjno]-sulfonyl]urea; 

N-[[bis(3-methylbutyl)amlno]sulfonyl]-N42,6-bis( 1 -methyl ethyl)-phenyl] urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[(didecy!amlno)sulfonyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[(didodecylamino)-sulfamoyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N4(diisopropylamino)-sulfonyl]urea; 

N-[2,6-bis(1-methylethyl)pheny!]-N'-[(dicyclohexylamino)-sulfonyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[(methyloctadecylamino)-sulfonyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[(di-2-propenylamino)-sulfonyl]urea; 

N-[2,6-bis(1 -methylethyl)phenyl]-N'-[[(1 ,1 -dimethylethyl)(1 -methylethyl)amino]8Ulfonyl]-urea; 

N-[2,6-bis(1 -methylethyl)phenyl]-N'-[[bis( 1 -methylpropyl)amino]-sulfonyl]urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[(methyltetradecylamino)-sulfonyl]urea; 

N-[2,6-bis{1-methylethyl)phenyl]-N'-(1-pyrro[idinylsulfonyl)urea; 

N-[2,6-bls{1-methylethyl)phenyl]-N'-{1-piperidinylsulfonyl)urea; 

N'-[[[2,6-bis(1-methylethyl)phenyl]amino]sulfonyl]-N,N-bis(phenylmethyl)urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-[(dibutylamino)sulfonyl]urea, monosodium salt; and 

N'-[2,6-bis(1-methylethyl)phenyl]-N-methyl-[(dibutylamino)sulfonyl]urea. 

10. The use according to Claim 1 , wherein the sulfonylaminocarbonyl derivative is a compound, or a pharmaceutically 
acceptable salt thereof, selected from: 
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Sulfamic acid, [[[2,4,6-tris(1 -methylethyl)phenyl]amlno]-cart)onyl]-, 2,6-bis(1 -methylethyl)phenyl ester; 
Sulfamic acid, [[[[1 -[4-(dimethylamlno)phenyl]cyclopentyl]-methyl]amino]carbonyl], 2,6-bls(1 -methylethyl) 
phenyl ester; 

(2,3-Dihydro-mdole-1-carbonyl)-sulfamic acid 2.6-diisopropyl-phenyl ester; 
Sulfamic acid, [[(triphenylmethyl)amino]carbonyl]-, 2,6-bls(1-methytethy))phenyl ester; 
Octadecyl [[[2,6-bis(1-methylethyl)phenyl]-amlno]carbonyl]-sulfamate; 
Dodecyl-N-[[[2,6-bis(1-methylethyl)phenyl]-amino]carbonyl]-sulfamate; 
Decyl [[[2;6-bis(1 -methylethyl)phenyl]amino]carbonyl]sulfamate; 
(±) 1-Methylheptyl [[[2;6-bis(1 'methylethyl)phenyl]amino]-carbonyl]sulfamate; 
2;6-Bis(1 -methylethyOphenyl [[[2;6-bis(1 •methylethyl)'phenyl]amino]carbonyl]sulfamate; 
(±) 1-Methylundecyl [[[2;6-bls(1-methylethyl)phenyl]amino]-carbonyl]sutfamate; and 
Dodecyl [[[2;6-bls(1-methylethyl)phenyl]amino]cart)onyl]-sulfamate; sodium salt. 

. The use according to Claim 1 , wherein the sulfonylaminocarbonyl derivative is a compound, or a phanmaceutically 
acceptable salt thereof, selected from: 

Carbamic acid, [(dodecyloxy)sulfonyl]«, dodecyl ester; 
Carbamic acid, [(dodecyloxy)sulfonyl]-,[1,V:3',1"-terphenyl]-2'-yl ester; 
Carbamothioic acid, [(dodecyloxy)sutfonyl]-, S'[2,6-bls(1 -methylethyl)-phenyl] ester; 
Carbamic acid, (phenoxysulfonyl)-, 2,6-bis(1-methyiethyl)phenyl ester; 
Carbamic acid, [(2,6-dimethylphenoxy)sulfonyl]-, 2,6-bis(1-methylethyl)phenyl ester; 
Carbamic acid, [[2,6-bls(1,1-dimethyiethyl)phenoxy]sulfonyl]-, 2,6-bis(1,1-dimethylethyl)phenyl ester; 
Carbamic acid, |I2,6-bls(1,1-dimethylethyl)phenoxy]sulfonyl]-, 2,6-bis(1-methylethyl)phenyl ester; 
Carbamic acid, [(2,6-difluorophenoxy)sulfonyl]-, 2,6-bls(1-methylethyl)phenyl ester; 
Carbamic acid, [(hexadecyloxy)sulfonyl]-, 2,6-bls(1-methylethyl)phenyl ester; 
Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]su!fonyl]-, 2,6-dimethoxyphenyl ester; 
Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, 1 -methyl hepty I ester; 
Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, 2,6-bis(1-methylethyl)-4-nitrophenyl ester; 
Carbamic acid, [[2,6-bls(1-methytethyl)phenoxy]sulfonyl]-, 1 ,2'ethanediyl ester; 
Carbamic acid, [[2,6-bis(1-rnethylethyl)phenoxy]sulfonyl]-, 1 ,2,3-propanetrlyl ester; 
Carbamic acid, [I2,6-bls(1-methytethyl)phenoxy]sulfonyl]-, 4-bromo-2,6-bis(1-methylethyl)phenyl ester; 
Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, [1,1':3',1"-terphenyl]-2'-yl ester; 
Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 2,6-bjs(1,1-dlmethylethyl)-4-methoxyphenyl ester; 
Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]su}fonyl]-, 4-fluoro-2,3,5,6-tetrakis(1-methylethyl)phenyl es- 
ter; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 4-chloro-2,6-bis-(1-methylethyl)phenyl ester; 
Stlgmasta-5,22-dlen-3-ol, [[2,6-bis(1 -methylethyl)phenoxy]-sulfonyl]-carbamate, (3a)-; 
Carbamic acid, [[2,6-bis(1-methylethyl)phenoxylsuIfonyl]-, 2,6-bis( 1,1dlmethylethyl)-4-methylphenyl ester; 
Stigmastan-3-ol, [[2,6-bis(1 -methylethyl)phenoxy]sulfonyl] -carbamate, (3a)-; 

Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, 4-methoxy-2, 6-bis(1-methylethyl)phenyl ester; 
Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, 2,4,6-tris(1-methylethyl)phenyl ester; 
Carbamic acid, [[2,4,6-tris(1-methylethyl)phenoxy]sulfonyl]-, 2,6-bis(1-methylethyl)phenyl ester; 
Carbamic acid, [[2,4,6-tris(1-methylethyl)phenoxy]sulfonyl]-, 2,4,6-tris(1-methylethyl)phenyl ester; 
Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]su!fonyl]-, 2,4,6-tris(1,1-dimethylethyl)phenyl ester; 
Carbamic acid, [[2,6-bls{1 -methylethyl)phenoxy]sulfonyl]-, 4-[[3,5-bls(1,1-dlmethylethyl)-4-hydroxyphenyl] 
dithio]-2,6-bis( 1,1-dimethylethyl)phenyl ester; 

Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, 2,4-bls(1-methylethyl)phenyl ester; 

Carbamic acid, [{2,6-bls(1 -methylethyl)phenoxy]sulfonyl]-, 4-[(dimethylamlno)methyl]-2,6-bls(1 -methylethyl) 

phenyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, tricycto[3.3.1 .l3'7]dec-2-yl ester; 

Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, 4-hydroxy-2,6-bis(1-methylethyl)phenyl ester; 

Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, cyclohexyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 3,3',5,5'-tetrakis(1-methylethyl)[1 ,V-blphenylH,4'- 

dlyl ester; 

Carbamic acid, [[4-hydroxy-2,6-bls(1-methylethyl)phenoxy]-sulfonyl]-, 2,6-bis(1-methylethyl)phenyl ester; 
Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, tricyclo[3.3.1 .l^-^dec-l-yl ester; 
Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, 2-(1,1-dlmethylethyl)-6-methylphenyl ester; 
Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, 5-methyl-2-(1-methylethyl)cyclohexyl ester; 



60 



EP 1 236 468 A1 

Carbamothioic acid. [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, S-[2,6-bis{1-methylethyl)phenyl] ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy)sutfcnyl]-, (2,6-diethylphenyl)methyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]suIfony!]-, (2S,6S)-2,6-bls(1-methylethyl)cyclohexyl ester; 

Carbamic acid, [I2,6-bis(1 -methylethyl)phenoxy)sulfonyl]-, 4-(1 ,1 -dimethylethyl)-2, 6-bis(l -methy(ethyl)phenyl 

ester. 

Carbamic acid, [[2,6-bls(1-methy!ethyl)phenoxy]sulfcnyl]-, 4-fluorophenyl ester; 

Carbamic acid, [I2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 2,4-diflucrophenyl ester; 

Carbamic acid, [I2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, pentafluorophenyl ester; 

Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, 2,6'diftuorophenyl ester; 

Carbamic acid, |I2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, (2/?,6S)-2,6-bls(1-methylethyl)cycIohexyl ester; 

Carbamic acid, [[2,6-bis(1-methylethyl)phenoxy]sulfonyl]-, 2,3,5,6-tetramethylphenyl ester; 

Carbamic acid, [[2,6-bls(1-methylethyl)phenoxy]sulfonyl]-, 3-pyrldinyl ester; 

Carbamic acid, [[2,6-bls(1-methyIethyl)phenoxy]sulfonyl]-, 2,6-dlmethylphenyl ester; 

Carbamic acid, [I2,6-bls(1-methytethyl)phenoxy)sulfonyl]-, 4-acetyl-2,6-bis(1-methylethyl)phenyl ester; 

Carbamic acid, [[2,6-bls(lH7iethylethyl)phenoxy]sulfonyl]-, 4-fluoro-2,6-bis(1-methylethyl)phenyl ester; 

2,6-Bls{1-methyiethyl)phenyl[[2,6-bis(1-methylethyl)phenoxy]-sulfonyllcarbamate; 

2,6-Bis( 1 ;l -dimethylethyl)-4-methylphenyl (phenoxysulfonyl)-carbamate; 

2,6-Bls(1 ,1 -dlmethylethyl)-4-methyiphenyl [(hexyloxy)-sulfonyl]carbamate; 

2,6-Bis(1,1-dimethylethyl)-4-methyiphenyl[(dodecyloxysulfonyl]carbamate; 

Dodecyl[[2,6-bis(1-methylethyl)phenoxy]-su!fonyl]cartamate; 

Methyl[I2,6-bis(1-methylethyl)phenoxy]-su(fonyl]carbamate; 

2,6-Bls(1-metliylethyl)phenyl[(hexyloxy)-sulfonyl]carbamate; 

2,6-Bis(1-methylethyl)phenyl](dodecyloxy)-sulfonyl]cait)amate; and 

2,6-Bis(1 ,1 -dimethylethyl)phenyl[[2,6-bls(1 -methylethyl)-phenoxy]sulfonyllcarbamate . 

12. The use according to Claim 1 , wherein the sulfonylamlnocarbonyl derivative Is a compound, or a phamiaceutlcally 
acceptable salt thereof, selected from: 

N-[2,6-bls(1-methylethyl)phenyll-N'-(6-ethoxy-2-ben2othiazolyl)-suifonyl]-urea; 

N>[2.6-bis(1-methylethyl)phenyl]-N'-(2-octadecylsulfonyl)urea; 

N-[2,4,6-trlmethoxyphenyl]-N'-(2-octadecyisulfonyl)urea; 

N-[2,6-bls( 1 -methylethyl)phenyl]-N'-(tetradecylsulfonyl)urea; 

N-[2,6-bis(1-methylethyl)phenyl]-N'-{dodecylsulfonyl)urea; 

N-[2,6-bls{ 1 -methylethyl)phenyl]-N'-(hexadecylsulfonyi)urea; 

N-[2,6-bls(1-methylethyl)phenyll-N*-methyl-N'-(dodecyisuifonyl)urea; 

N-[2,6-bls{ 1 -methylethyl)phenyl]-N'-(tridecylsulfonyl)urea; 

N-[2,4,6-trlmethoxyphenyl]-N'-(hexadecylsulfonyl)urea; 

N-[2,6-bis{1-methylethyl)phenyl]-N'-(2-methyl-2-pentadecylsulfonyl)urea; 

N-[2,6-bis{ 1-methylethyl)phenyl)-N'-( 1 -phenyl-1 -tetradecylsulfonyl)urea; 

N-2,6-bls(1-methylethyl)phenyl-N'-(dodecyisulfonyl)urea; 

N-[2,6-bis( 1-methylethyl)phenyl]-N'-( 1 -phenyl-1 -nonylsulfonyl)urea; and 

N-[2,6-bis(1-methylethyl)phenyl]-N'-(2-decylsulfonyl)urea, 

13. The use of Claim 1 , wherein the disease or disorder being treated is rheumatoid arthritis, osteoarthritis, an autoim- 
mune disease, psoriasis, asthma, a cardiovascular disease, an acute coronary syndrome, congestive heart failure, 
Alzheimer's disease, multiple sclerosis, cancer, type 11 diabetes, metabolic syndrome X, or Inflammatory bowel 
disease. 

14. The use according to Claim 1 3, wherein the disease or disorder being treated is selected from the group consisting 
of: systemic lupus erythematosus, Grave's disease, myasthenia gravis, insulin resistance, autoimmune hemolytic 
anemia, sclerodemna with anticollagen antibodies, pernicious anemia, and diabetes meliitus. 

15. The use according to Claim 13, wherein the disease or disorder being treated is rheumatoid arthritis . 

16. The use according to Claim 13. wherein the disease or disorder being treated is osteoarthritis. 

17. The use according to Claim 13. wherein the disease or disorder being treated is insulin resistance. 
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28. The method according to Claim 13, wherein the disease or disorder being treated is type II diabetes. 

29. The method according to Claim 13,wherein the disease or disorder being treated is metabolic syndrome X. 

2s 30. Use of a sulfonylamlnocarbonyl derivative or a phamnaceutically acceptable salt thereof for preparing a pharma- 
ceutical composition for inhibiting NF-kB transcription factors in an animal. 

31. A phannaceutical composition, comprising a nuclear factor-KB transcription factor inhibiting amount of a sulfo- 
nylamlnocarbonyl derivative, or a pharmaceutical ly acceptable salt thereof and a pharmaceuticaliy acceptable 
30 can'ier. 
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